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EXPERIMENTAL PATHOLOGY 


1417. Experimental Production of Sarcomas by Methyl 
Methacrylate Implants 

D. M. Laskin, I. B. Rosinson, and J. P. WEINMANN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)] 87, 329-332, 
Nov., 1954. 2 figs., 6 refs. 


Methyl methacrylate (acrylic resin), which is widely 
used in the construction of subcutaneous prostheses and 
of dentures, has been tested for carcinogenicity at the 
University of Illinois College of Dentistry, Chicago. 

A film, 0-008 in. (0-2 mm.) thick, was prepared by 
compressing the combined commercial monomer and 
polymer, heating to 100° C. during one hour, maintain- 
ing it at this temperature for a further 3 hours, and 
slowly cooling. Pieces of this film measuring 1 x 1 cm., 
with rounded corners, were sterilized in benzalkonium 
chloride, 1 in 1,000, and embedded subcutaneously in 
the lateral abdominal wall of 50 six-week-old albino 
Swiss mice. Similar films of “ cellophane ’’, shown to 
be carcinogenic in other strains of mice, were implanted 
in a second group of 50 mice of the same strain. 

Both types of implant became encapsulated with con- 
nective tissue in about 3 weeks. In 5 of the 20 surviving 
mice carrying methyl methacrylate tumours appeared 
after 257, 405, 438, 454, and 569 days respectively. In 
the 7 surviving mice with cellophane implants only one 
tumour appeared, after 400 days. The tumours grew 
rapidly, measuring 3 cm. in. diameter within 2 weeks 
of their first appearance, and were all shown to be 
fibrosarcomata. 

It is suggested that although traces of hydroquinone 
and cadmium oxide were present in the methyl meth- 
acrylate used, these were too small to be concerned in 
the induction of the tumours. H. G. Crabtree 


1418. An Immunological Concept of Cancer: a Pre- 
liminary Report 

H. N. Green. British Medical Journal [Brit. med. J.] 
2, 1374-1380, Dec. 11, 1954. 17 refs. 


This article summarizes investigations carried out at 
the Universities of Sheffield and Leeds during the last 
6 years, the results of which (mainly unpublished) are 
interpreted in terms of an immunological hypothesis of 
carcinogenesis. _Thése investigations started with the 
separation of certain fractions of coal-tar oil which were 
non-carcinogenic, but inhibited the growth of two trans- 
plantable rat tumours. From these sources six pure 


compounds with a high degree of tumour-inhibiting (T.I.) 
activity have been isolated, identified as polycyclic hydro- 
carbons with 5 or 6 condensed rings, and synthesized, 
of which the one most often used experimentally was 
3:4-benztetraphene (B.T.). These compounds differ 
from related carcinogenic hydrocarbons in being non- 
toxic and without influence on somatic growth, even at 
high dosage levels. But when injected into rats and 
mice 1 to 3 days after the transplantation of a tumour, 
B.T. inhibited its growth in doses of 1 to 2 mg. and 
10 to 20 mg. per 100 g. body weight respectively. 
Larger doses or repeated treatment did not enhance its 
action and very high doses depressed the T.I. effect. 
However, although the growth of Walker carcinoma 
and a transplantable rat sarcoma was inhibited in almost 
all cases, with complete regression in proportions ranging 
from 10 to 100% in different experiments, spontaneous 
or chemically induced tumours in over 100 rats and mice, 
however treated, never regressed. The T.I. compound 
mainly remained at the point of injection, ‘and although 
a little was found in local lymph nodes, no trace was 
detected in tumour tissue, the cells of which were not 
specifically damaged, but behaved as in the case of 
natural regression. A notable finding was that pro- 
longed treatment of C3H mice with B.T. delayed the 
emergence of spontaneous mammary tumours by 2 to 4 
months, although it had no effect on formed tumours. 

From these and other experimental results it was 
concluded that the T.I. effect of these compounds and 
of related carcinogens is due to augmentation of the 
natural resistance to transplanted tumour tissue, but that 
this is possible only when there is some genetic incom- 
patibility between tumour and host. This hypothesis 
was supported by the finding that cortisone, which com- 
pletely suppresses homologous, and partly suppresses 
heterologous, immunity to transplanted tumours, also 
abolished the T.I. activity of 2 carcinogens and 2 non- 
carcinogens. It is inferred that T.I. compounds act by 
increasing the production of iso-antibodies, either by 
stimulating the natural immune reaction or, more pro- 
bably, by inducing the formation of additional antigens. 
Further experimental evidence supporting this view is 
adduced, and many histological studies are reviewed, the 
findings of which emphasize the importance of the plasma 
cell in the production of antibodies to transplanted 
homologous tumour tissue and its dominant role during 
the phases of regression. ; 

The bearing of these findings and interpretations on the 
mechanism of carcinogenesis by hydrocarbons is dis- 
cussed, and the suggestion is made that while all the 
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T.I. polycyclic hydrocarbons can “ initiate’? tumour 
induction, only the carcinogens can “ promote ”’ the cell 
to the neoplastic stage by their non-specific hyperplastic 
action. Direct experimental confirmation of this view 


__ is now being sought, and although the evidence is as yet 


incomplete, certain suggestive findings are quoted. On 
the basis of the author’s experimental data, reinforced 
by relevant evidence from other sources, a theory of 
carcinogenesis is expounded wherein “ it is postulated 
that the ‘ initiation’ stage of chemical carcinogenesis is 
that at which an antigenic change in the ‘ identity 
protein(s)’ to an iso-antigen occurs. The antibody 
response thus elicited either destroys the precancerous 
cell at some stage, or continuous hyperplasia leads to 
an ever-increasing immune reaction. which may finally 
induce an adaptation in the cell. The adaptation in- 
volves the loss of ‘ identity-protein ’ complexes, and the 
neoplastic cell emerges’’. [The argument leading to the 
formulation of this theory should be read in full.] 

The relation of this immunological hypothesis to the 
genesis of several tumours not induced by chemical 
agents—such aS spontaneous mammary carcingmata, 
Shope papilloma, Rous sarcoma, tumours arising as a 
result of exposure to ionizing radiations or long-con- 
tinued hyperplasia, and the neoplastic changes produced 
in tissue culture by Earle—is also considered. “‘ The 
basic concept is that all neoplastic cells lack one or more 
substances (probably protein complexes or their related 
enzyme systems) which confer tissue and individual 
identity on the cell. The ceil thus becomes more anti- 
genically ‘* neutral’ and does not attract in the same 
degree the normal immunologically regulated disposal 
mechanism. It is argued that this lack of ‘ identity 
proteins ’ constitutes in itself the neoplastic state, and 
that the attributes, gradations, and progressions of this 
state are defined by the nature and extent of the loss ”’. 

H. G. Crabtree 


1419. On the Dystrephic Fatty Change in the Myo- 
cardium after Disruption in the Function of the Central Ner- 
vous System. (Experimental Data). (O nucrpodu4eckom 
MHOKApPAa Np HapyleHHH 
UeHTpanbHow (Ilo 
aHHbIM)) 

A. O. Vau’pEs. Apxue Ilamoaozuu [Arkh. Patol. 16, 
27-30, Oct.—Dec., 1954. 4 refs. 


At Tartu State University the author has investigated 
changes in the myocardium of rabbits subjected to 
various traumatic procedures aimed at disrupting the 
activity of the central nervous system. Thus of 36 
animals subjected to thermocautery or removal of the 
cerebral hemispheres, in 19 of them, in addition to fatty 
change in the liver, a similar change was observed in the 
myocardium—but there was no correlation between the 
degree of this dystrophic change in the two organs. In 
another 3 rabbits fatty change in the myocardium was 
produced by repeated suspension in the vertical position; 
2 of the animals died during suspension and the third 
was killed after 2 weeks of experimentation. In the 2 
former animals fatty droplets were seen in the myo- 
cardium and liver parenchyma, whereas in the third 
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rabbit, which did not experience orthostatic collapse, 
there was no fatty change in any of the organs. The 
author concludes that a severe derangement of the central 
nervous system is essential for the production of signifi- 
cant fatty change, especially in the myocardium. 

In further experiments an [unstated] number of rabbits 
and guinea-pigs on full, restricted, and starvation diets 
were killed with arsenic and their hearts examined 
histologically for the presence of fat. The results of this 
experiment, however, appeared to be rather inconclusive, 

A. Swan 


1420. Viremia in Experimental Poliomyelitis. I, 
General Aspects of Infection after Intravascular Inocula- 
tion with Strains of High and Low Invasiveness. [I. 
Viremia and the Mechanism of the “‘ Provoking ”’ Effect 
of Injections or Trauma 
D. BopiaAn. American Journal of Hygiene [Amer. J. 
Hyg.) 60, 339-357, 358-370, Nov., 1954. 4 figs., 
34 refs. 
The first series of investigations reported here was 
undertaken at the Johns Hopkins University, Baltimore, 
with the object of elucidating the mechanism of invasion 
of the central nervous system by poliomyelitis virus 
injected into the circulation of monkeys. Viraemia 
was produced simultaneously in groups of cynomolgus 
monkeys by intracardiac inoculation of tissue cultures 
of various strains of virus. The titration of the virus 
content of blood samples and of neutralizing antibodies 
was carried out in tissue cultures prepared with sus- 


pensions of monkey kidney ceils. Animals which were | 


to be studied histologically were perfused with 1% aceto- 

formol under ether anaesthesia at the time of onset of 
paralysis or after progress of the paralysis had ceased; 
animals which showed no paralysis were similarly per- 
fused 30 days after inoculation. Sections were pre- 
pared from the medullary region and the cervical and 
lumbar enlargements of the cord and stained with gallo- 


cyanin. 

It was found that after intracardiac inoculation the 
virus is removed from the blood stream within a few 
minutes, but a systemic viraemia develops after a few 
days. The paralytic infectivity of a given strain ino- 
culated by this route was remarkably constant, but con- 
siderable differences were observed between different 
strains given in equal doses, the paralytic infectivity of 
any strain apparently being related to the degree of 
viraemia which it is capable of producing. The author 
therefore postulates that the infective capacity of a 
poliomyelitis virus on peripheral inoculation depends 
not only on its intracerebral virulence, but also on its 
invasiveness, that is, its ability to gain a foothold outside 
the central nervous system and there to multiply suffi- 
ciently to produce a viraemia of the degree necessary for 
penetration of the nervous system. 

Histological examination failed to reveal significant 
lesions in the olfactory and trigeminal nerves in most 
cases, indicating that spread by these pathways, possibly 
after excretion of virus on to the oral or nasal mucosa, 
could be excluded. Correlation of the site of occurrence 
of initial paralysis with the histological findings sug- 
gested that penetration by the virus into the central 
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nervous system from the blood stream usually took place 
at a single point—in some instances the area postrema 
of the medulla, in others at the cervical or lumbar 
spinal enlargements. 

In a second series of experiments the ‘ provoking ” 
action of injections in localizing and possibly increasing 
the severity of paralysis in poliomyelitis was studied in 


cynomolgus monkeys inoculated by the intracardiac . 


route with the Mahoney strain of virus. _ This procedure 
in control animals resulted in paralysis in approximately 
50% of the animals inoculated, the initial paralysis being 
predominantly localized to the arms. However, when 
various substances were injected into the calf muscles of 
the right leg the incidence of paralysis rose to between. 
70 and 90% and the initial paralysis was predominantly 
in the legs, especially the right.. The intensity of the 


_ “ provoking ’’ effect appeared to be related to the crude- 


ness of the material injected, although a significant effect 
was observed with such bland materials as gelatin and 
saline. The effect was still observed when inoculation 


was delayed until 2 weeks after the intramuscular injec- 


tion, but was not apparent when inoculation was delayed 
for 3 weeks—a finding similar to that observed in the 
field in human poliomyelitis. Crushing the skin of the 
calf for 5 seconds in a clamp had no “ provoking ”’ effect, 
a single needle puncture of the muscles had a slight but 
not significant effect, while multiple needle punctures had 
a clearly significant effect. Subcutaneous injection of 
gelatin had a “ provoking”’ effect almost as great as 
intramuscular injection. Possible mechanisms are dis- 
cussed and experiments are described, the results of 
which tend to support the hypothesis that a vascular 
mechanism may be responsible. 

[These two important papers require to be read in 
the original to appreciate the contribution which the 
work they describe makes to our knowledge of the 
pathogenesis of poliomyelitis.] J. E. M. Whitehead 


CHEMICAL PATHOLOGY 


1421. An Abnormal Lipid-like Material and Carbo- 
hydrate in the Sera of Patients with Multiple Myeloma 
B. A. Sacus, P. Capy, and G. Ross. American Journal 
of Medicine [Amer. J. Med.] 17, 662-669, Nov., 1954. 
4 figs., 27 refs. 


At the Montefiore Hospital, New York, analysis of 
serum from 11 patients with multiple myeloma by 
paper electrophoresis showed in 7 cases the charac- 
teristic pattern of gamma-globulin myeloma, in 2 that 
of beta-globulin myeloma, and in the remaining 2 cases 
only minor abnormalities of protein pattern. When the 
paper was stained to show lipids, the normal lipid pattern 
was seen; this is represented by a faint red band extend- 
ing from the point of application-to, or immediately 
beyond, the beta-globulin band where the intensity of 
colour is sharply accentuated. But in addition, in 5 of 
the 7 gamma-globulin sera a lipid-staining band was seen 
which emigrated with the abnormal globulin. In one 
patient with beta-globulin myeloma and one with minor 
protein abnormalities a sharply accentuated lipid band 
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was also noted between the beta- and gamma-globulin 
bands. The lipid giving rise to the second abnormal 
band could, like normal lipid, be extracted with alcohol 
and ether, but this was not the case with the substance 
associated with the abnormal globulin. Indeed, after 


alcohol-ether extraction of the papers showing beta 


globulin and 2 of those showing gamma globulin, ab- 
normal lipid-staining bands became evident which had 
previously been masked by the normal lipid band. 
Thus after extraction the only strips which did not show 
an abnormal lipid-staining band were those showing 
only minor protein abnormalities. 

The sera were also examined for carbohydrate. The 
normal electrophoretic carbohydrate pattern consists of 
bands corresponding to the various proteins. With the 
exception of the two sera with minor protein abnor- 
malities, carbohydrate in increased amount was invariably 
found ‘in association with the abnormal myeloma protein 
pattern, whether gamma or beta globulin. This ab- 
normality was associated with an increase in total poly- 
saccharides or glucosamine, as determined chemically. 

Thus in myeloma there is found not only an abnormal 
composition of the serum proteins, but also an allied 
abnormality of lipids and carbohydrate—the latter pre- 
sumably being a mucopolysaccharide. 

H. Lehmann 


1422. Serum Proteins and Lipoproteins in Multiple 
Myelomatosis 

L. A. Lewis and I. H. PaGe. American Journal of 
Medicine [Amer. J. Med.| 17, 670-673, Nov., 1954. 
21 refs. 


Samples of serum from 24 patients with multiple 
myeloma were analysed at the Cleveland Clinic Founda- 
tion, Cleveland, Ohio, by the Tiselius electrophoretic 
technique for abnormal protein pattern and by ultra- 
centrifugation for lipoprotein content; the serum 
cholesterol level was also measured. It was found that 
when an abnormal protein pattern was present this was 
caused by increased concentrations of compounds with 
the mobility of £1, yi, or y2 globulin. The serum 
cholesterol value was generally low. The lipoprotein | 
concentrations were normal in the y;- and y2-globulin 
fractions, but lower than normal values were obtained 
for the lipoproteins in the 8; and a, fractions. There 
was no correlation between the changes in lipoprotein 
values and the changes in electrophoretic protein pat- 
terns, although those sera with the highest globulin 
content usually had very low and a-lipoprotein 

H. Lehmann 


* and low cholesterol content. 


1423. Ascitic Fluid and Plasma Protein Exchange in 
Cirrhosis of the Liver. Studies with Radioiodinated 
Human Serum Albumin and Gamma Globulin 

F. K. BAuer, W. H. BLAnD, M. Fie_ps, and G. GETCHELL. 
Metabolism [Metabolism] 3, 289-296, July, 1954. 5 figs., 
12 refs. 


globulin between the plasma and ascitic fluid, carried 
out at the Veterans Administration Center (University 
of California), Los Angeles, on 4 patients with ascites 
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due to cirrhosis of the liver, human albumin and glo- 
bulin labelled with radioactive iodine (1311) was injected 
intraperitoneally or intravenously in doses of about 500 
microcuries. The radioactivity was measured at intervals 
for 28 days by means of a scintillation counter. The 
fixation of 1311 in the albumin was demonstrated by 
dialysis—when less than 2% of radioactivity was found 


in the dialysate—by chromatography, salt fractionation, - 


and by specific antigen-antibody precipitation, using 
rabbit antiserum against human albumin; in this last 
test 95 to 98% of the radioactivity was found in the 
specific precipitate. 

By these methods it was shown that by the fifth day 
after injection a constant rate of exchange of albumin 
and gamma globulin between the ascitic fluid and the 
plasma was established. The half-life of the labelled 
albumin was prolonged, averaging 16 days, but that of 
the labelled gamma globulin, the formation of which is 
independent of the liver, was not prolonged. — 

A. C. Frazer 


1424. Serum Phosphohexose Isomerase in Cancer. I. 
Method of Determination and Establishment of Range of 
Normal Values. II. As an Index of Tumor Growth in 
Metastatic Carcinoma of the Breast 

O. BopaNsKy. Cancer [Cancer (N.Y.)] 7, 1191-1199 
and 1200-1226, Nov., 1954. 5 figs., 38 refs. 


It having been observed that the activity of phospho- 


hexose isomerase, one of the glycolytic enzymes mediating — 


the conversion of glucose-6-phosphate to fructose-6- 
phosphate, sometimes attains higher values in the serum 
of patients with cancer of the breast or prostate-than 
those present in normal serum, the possibility of using 
the level of this activity as an index of the growth of 
metastatic tumour or of regression during palliative 
treatment of mammary carcinoma was investigated at 
the Memorial Center for Cancer and Allied Diseases, 
New York. 

A practical method for determining the activity of 
phosphohexose isomerase and its range in healthy 
persons and non-cancerous patients is described. The 
method is based upon the extent of conversion at pH 7-4 
and 37° C. of 0-002 M glucose-6-phosphate to fructose- 


6-phosphate (measured colorimetrically by Roe’s method) — 


in 30 minutes by a suitable amount of serum, the activity 
being expressed in units which represent “‘ the reciprocal 
of the concentration of serum in cubic centimetres per 
cubic centimetre of reaction mixture necessary to form 
25 ag. of fructose as fructose-6-phosphate in 30 minutes ”’. 
The experimental procedures are described in detail, and 
the precision of the technique is illustrated by the close 
agreement shown between duplicate determinations made 
at different times and often by different technicians. The 
effects of contamination of the serum by erythrocytes 
and leucocytes, and of haemolysis, were shown to be 
negligible. 

Isomerase determinations were carried out on the serum 
of 31 healthy control subjects aged 19 to 42, and of 56 
patients aged 42 to 75 with miscellaneous non-cancerous 
disease. No statistically significant differences were 
found between these groups or between the sexes; the 
mean value was found to be 21+7 units (range 8 to 


40 units). Additional determinations of enzyme activity 
were made on homogenized tissues obtained at necropsy, 
and also on erythrocytes. For a given organ, wide 
variations of activity were found in different Patients, 
but average values, compared with that of serum, were: 
lung, 270-fold; brain, 480-fold; liver, 1,120-fold; and 
muscle, 1, 120-fold. 

In the "second part of this study the clinical, radio 
logical, and biochemical findings and the level of 
urinary calcium excretion in 10 representative cases of 
metastasis to the skeleton or liver from carcinoma of 
the breast were analysed and compared. with the changes 
in serum phosphohexose isomerase activity, which was 


determined at frequent intervals during palliative treat- 


ment. Full details are presented for each individual 
case. In general a correlation was found to exist between 
the increased serum activity of phosphohexose isomerase 
and the growth of metastatic tumours in bone, as judged 
clinically and by biochemical methods, particularly the 


. determination of urinary calcium excretion. In a few 


cases the urinary calcium excretion proved a better index 
of growth of metastases in the skeleton, but conversely, 
in a case of metastatic mammary carcinoma in a male, 
the serum isomerase activity proved to be the better 
indicator. In cases of metastatic growth in the liver, in 
which no change in urinary calcium excretion could be 
expected, the serum phosphohexose isomerase activity 
was increased. 

The mechanisms which may possibly be involved in 
the rise of serum isomerase activity are discussed. It is 
suggested that the method described merits further study. 

H. G. Crabtree 


1425. Estimation of Plasma Phosphatase by Deter- 
minations of Hydrolysed Phenol with Amino-antipyrine 
P. R. N. Kinp and E. J. Kinc. Journal of Clinical 
Pathology {J. clin. Path.) 7, 322-326, Nov., 1954. 2 figs., 
18 refs. 


The method of bestteiiaiittain of plasma phosphatase 
content devised by King and Armstrong in 1934 involves 
the addition of phenyl phosphate as substrate and, after 
incubation, the subsequent estimation of the liberated 
phenol with Folin and Ciocalteu’s reagent. As, how- 
ever, the Folin—Ciocalteu solution reacts with protein 
as well as with phenol, the removal of plasma proteins 
is required before the free phenol is determined, thus 
lengthening the time required for the estimation. In 
1946 Gottlieb and Marsh showed that 4-amino-anti- 
pyrine (AAP) reacts with phenol in the presence of 
alkaline oxidizing agents to give quinonoid substitution 
products with a red colour proportional to the amount 
of phenol present. On the basis of this finding Grifols- 


Lucas later reported that AAP does not react with plasma ~ 


proteins and might therefore be a useful reagent for 
estimation of the liberated phenol in the King—Arm- 
strong technique without having to remove protein 
beforehand. 

Investigation of the original Grifols-Lucas technique 
by ‘the present authors at the Postgraduate Medical 
School of London showed that. it did not give satis- 
factory results until, inter alia, the concentration of the 
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reagents used was increased; in this paper they give 
details of various modifications of the technique. In 
particular it is shown that it is necessary to add a suitable 
amount of N/2 sodium hydroxide at the end of the test 
to inactivate the enzyme and that if this is followed by 
the addition of sodium bicarbonate the pH can be 
brought back from 11-5 to 10-2 before the AAP and 
potassium ferricyanide are added to produce the red 
quinonoid colour. This modified technique has yielded 
results which are closely similar to those obtained with 
the original King—Armstrong technique, and as precipi- 
tation and removal of proteins are not necessary it is 
somewhat quicker. H. Lehmann 


1426. The Diphenylamine Test on Leukemic Sera. [In 
English] 

A. L. WALDO anit R. E. Zier. Experientia [Experientia 
(Basel)] 10, 468-469, Nov. 15, 1954. 1 fig., 5 refs. 


The intensity of the purple colour reaction given in 
the diphenylamine (DPA) test introduced by Dische 
(J. biol. Chem., 1947, 167, 189)-has been stated to be 
greatest with serum from patients with carcinoma, pul- 
monary tuberculosis, and rheumatic fever. In this paper 
from Miami Valley Hospital, Dayton, Ohio, the present 
authors report that they have found the DPA test useful 
as an aid in diagnosing leukoproliferative disorders. 
For comparison of results the optical density of the 
clear purple reaction mixture read at 530 mp on the 
spectrophotometer and multiplied by 1,000 was taken as 
the ** DPA index ”’. 

- In a study of 500 healthy control subjects this index 
For 1,670 patients 


with non-malignant diseases the range was 160 to 376 
(mean 274), and for 104 patients with malignant neo- 


plasm the index was 303 to 406 (mean 370). However, 
for a group of 78 patients suffering from leukoproli- 
ferative conditions, including acute and chronic leuk- 


aemia, reticulum-cell sarcoma, lymphosarcoma, lympho- . 


blastoma, multiple myeloma, and Hodgkin’s disease, 


the index ranged from 298 to 600 (mean 448-+5-38). 


It is considered that the high. mean value for this last 
group was sufficiently different from that of the group 
of cases of malignant neoplasm to be useful in the dia- 
nosis of leukaemia. In all cases involving the blood- 
forming organs the index became higher as the leuk- 
aemia progressed, even in cases undergoing treatment 


and although the disease was in a state of remission or 


relapse, as confirmed by blood or bone-marrow investi- 
gations. In all other diseases the DPA index tended to 


return to the normal range when the patient entered the 


Stage of recovery. L. A. Elson 


1427. Rapid Estimation of Free and Total Cholesterol 
B, Zak, R. C. DICKENMAN, E. G. Wuirte, H. BURNETT, 
and P. J. CHERNEY. American Journal of Clinical Patho- 
logy [Amer. J. clin. Path.] 24, 1307-1315, Nov., 1954. 
3 figs., 19 refs. 

A method is described whereby the total cholesterol 
content of serum is determined, after extraction with 
alcohol—acetone and solution in glacial acetic acid, by 
the colour reaction with ferric chloride in concentrated 


sulphuric acid, while free cholesterol is estimated as the 
digitonide by the same reaction. The colour reaction . 
obeys Beer’s law over a wide range of cholesterol con- 
centrations [limits not stated], is stable, and is 4 to 5 
times greater than that produced with the Liebermann- 
Burchard reagent. Comparison of the results given by 
this technique with those obtained by standard methods 
showed good agreement for both free and total cho- 
lesterol. Recovery experiments and estimations carried 
out on known mixtures of cholesterol and cholesteryl 
acetate also gave good results. 

In the procedure described 1 ml. of serum is extracted 
into about 10 ml. of 1 : 1 alcohol-acetone mixture on a 
boiling water-bath, and the solution made up to 25 ml. 
with this mixture after cooling and filtered through a 
Whatman 41-H paper. For estimation of the total 
cholesterol content 2:5 ml. of filtrate is evaporated to 
dryness and 3 ml. of glacial acetic acid added, warming 
to dissolve the residue; 2-ml. of the colour reagent is 
then added and after cooling the absorbance is measured 
at 560 my. (The colour reagent is made by diluting 
1 ml. of stock iron solution (2-5 g. FeCl; 6 H2O dissolved 
in 25 ml. glacial acetic acid) to 100 ml. with concentrated 
sulphuric acid.) For estimation of the free cholesterol 
content 2-5 ml. of filtrate is evaporated in a centrifuge 
tube to 0-5 to 1 ml., cooled, and 1 ml. of 1% digitonin 
solution (1 g. digitonin dissolved in 50 ml. ethanol, 
made up to 100 ml. with water) added; after 10 minutes 
the mixture is centrifuged at 3,500 r.p.m. for 10 minutes, 
the supernatant decanted, and the inverted tube drained: 
4 ml. of acetone is blown on to the precipitate to disperse 
it, mixed well,*and centrifuged. The precipitate is 
drained dry and dissolved in 3 ml. of glacial acetic acid, 
2 ml. of colour reagent added, and the absorbance read. 
The results are determined by reference to a standard 


“curve drawn up from readings with known cholesterol 


solutions. M. Lubran 
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1428. The Wright Blood Group System. [In English] 
I. DuNnsForD. Vox sanguinis [Vox Sanguinis (Amst.] 4, 
160-163, Nov., 1954. 1 fig., 6 refs. 


In 1953 Holman (Lancet, 2, 119) described what was 
then thought to be a new “ private’ blood-group anti- 
body and antigen, present apparently in one family only, 
and which was designated Wr¢. Since then, however, 
the present author, working at the National Blood Trans- 
fusion Centre, Sheffield, has found that 14 out of 48 
samples of anti-E serum contained anti-Wr¢, and in 
addition this antibody has been demonstrated in the 
original anti-f serum by Race, in the McGrath serum at 
the Lister Institute, London, by Parkin, in 5 samples of 
otherwise normal serum at Sheffield, in 3 out of 541 
samples of apparently: normal serum by Stratton and 
Renton at Manchester, and in 6 out of 605 samples of 
anti-D or -C or anti-C+D serum at Sheffield. Thus in 
all, 30 examples of anti-Wr¢ have been described, but the 
remarkable frequency of its occurrence in association 
with anti-E remains a mystery. Apart from Holman’s 
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original case of iso-immunization in pregnancy, the anti- 
body appears to have occurred mostly in non-immunized 
individuals. It has also often shown characteristics 
which are not of the immune type. The mode of 
inheritance of the Wright antigen is illustrated in two 
family trees, from which it appears that there are two 
alleles, Wr¢ and giving rise to three genotypes, 
WreWre, WreWr®, and WroWr?. John Murray 


1429. Leucocyte Agglutinins; Their Demonstration and 
Significance in Relation to the Blood Groups. (Las aglu- 
tininas de leucocitos: su determinacién e importancia en 
relacién con los grupos de sangre) 

F. F. Ropriuez Moreno and S. Revista 
clinica espatiola (Rev. clin. esp.] 54, 323-329, Sept. 30, 
1954. 17 refs. 


Defibrinated or heparinized blood treated with a fifth 
volume of “ subtosan ”’ (a polyvinylpyrrolidone) yields a 
supernatant containing a few erythrocytes and platelets 
and 10,000 to 23,000 leucocytes per c.mm. At the 
University Medical Clinic, Ziirich, leucocyte suspension 
prepared in this way was incubated with serum at 37° C. 
for 1 hour in a sealed chamber on a microscope slide, 
which was then examined directly for agglutination. 

Of 254 tests carried out with defibrinated blood, 
leucocyte agglutination occurred in 25 (10%), in 6 of 
which the leucocytes and serum were of the same ABO 
group. Leucocyte agglutination was present in 10% of 
the tests in which erythrocyte agglutination occurred 
in 7% of those where erythrocyte was 

nt. 

Leucocytes from heparinized blood were treated with 


normal sera and with the same sera after heating for 
30 minutes at 56°C. Of 102 tests with normal sera, 
leucocyte agglutination occurred in 18, in 3 of which 
leucocytes and serum were of the same group. Where 
erythrocyte agglutination occurred, 26% also showed 
leucocyte agglutination, compared with 10% when ery- 


throcyte agglutmation was absent. With heated sera, 
a positive result was obtained in 20 cases, their distribu- 
tion being essentially the same as with the normal sera. 
The authors suggest that leucocyte agglutination is 
related to the ABO agglutinins and is also affected by a 
factor independent of this system. M. Lubran 


1430. In vitro Differentiation between Auto- and Iso- 
immune Antibodies by Protamine and Trypsin 

K. L. Roru and A. M. Frumin. Science [Science] 120, 
945-946, Dec. 3, 1954. 5 refs. 

Investigations are here reported from the Albert 
Einstein Medical Center, Philadelphia, of the effect of 
adding a positively charged colloid to saline suspensions 
of coated erythrocytes, this effect being compared with 
that on normal erythrocytes. The coated cells were 
obtained from patients with acquired haemolytic anaemia 
or were normal Rh-positive cells coated with incomplete 
anti-D antibodies. The colloid used was protamine 
sulphate in concentrations varying from 0-01 to 1-0%. 

It was found’ that, irrespective of its concentration or 
the pH value, protamine sulphate solution caused agglu- 
tination of coated erythrocytes but not of uncoated cells. 


The addition of trypsin and. protamine simultaneously 
caused only agglutination of erythrocytes sénsitized with 
incomplete anti-D, while the addition of trypsin alone, 
after incubation, demonstrated that the enzyme was the 
agglutinating agent, and also confirmed its specific ability 
to agglutinate anti-D-coated cells. It is concluded that 
these observations substantiate the reported differences 
between auto- and iso-immune antibodies. Further, the 
effect obtained with trypsin suggests a connexion between 
two apparently unrelated phenomena: (1) trypsinized 
cells are more susceptible to agglutination by gamma 
globulin; (2) the isoantibodies in haemolytic anaemia 
of the newborn are gamma globulins, whereas the auto- 
antibodies in acquired haemolytic anaemia are not. 
I. Dunsford 


MORBID ANATOMY AND CYTOLOGY 
1431. Pathological Findings in Temporal Lobe Epilepsy 


A. Meyer, M. A. Fatconer, and E. Beck. Journal of’ 


Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 17, 276-285, Nov., 1954. 9 figs., 
15 refs. 


Stimulated by the work of Earle et al. (Arch. Neurol. 
Psychiat. (Chicago), 1953, 69, 27; Abstracts of World 
Medicine, 1953, 14, 243) on temporal-lobe epilepsy and 
their assertion that sclerosis of the incisura due to birth 
trauma is the commonest cause of the subsequent focal 
seizures, the authors of this paper from the Maudsley 
Hospital, London, examined biopsy material from 18 
patients subjected to temporal lobectomy for intractable 
epilepsy. 
to one temporal lobe. 

The biopsy specimens consisted mainly of the anterior 
half to two-thirds of the temporal lobe, from the middle 
temporal convolution laterally to the hippocampal gyrus 
medially. The cases fell into two groups. In the first, 
containing 4 cases, there were small, circumscribed 
lesions, identifiable macroscopically in 3 cases as tumours 
and in one as a traumatic cicatrix. In the second group 
of 14 cases the lesions were identified only on histological 
examination. They consisted of marginal fibrosis, 
marginal gliosis, cortical atrophy, gliosis of the white 
matter, and sclerosis of Ammon’s horn. These lesions 
were observed in differing proportions from case to case, 
only marginal gliosis, widely varying in degree and 
extent, being present in all 14 cases. 

Discussing their results the authors stress the fact that 
the degree of clinical improvement which followed 
lobectomy was particularly striking in those cases in 
which sclerosis of Ammon’s horn was observed. This 
lesion occurred in 7 cases, in all of which the epileptic 
seizures had started before the age of 10 years. The 
presence of this lesion could not be correlated with a 
history of birth injury, which, indeed, was proved to be 
the cause of the seizures in only 3 cases. For this 
reason the authors conclude that the view put forward 
by Earle et al. that incisural sclerosis due to tentorial 
herniation at birth is the commonest aetiological factor 
in the production of a epilepsy cannot be 
accepted. Ruby O. Stern 
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1432. The Histogenesis of Arteriosclerosis of the Larger 
Cerebral Arteries, with an Analysis of the Importance of 
Mechanical Factors 

H. T. BLUMENTHAL, F. P. HANDLER, and J. O. BLACHE. 
American Journal of Medicine {Amer. J. Med.] 17, 337- 
347, Sept., 1954. 10 figs., 24 refs. 


In this paper, one of a series from St. Louis and 
Washington Universities, St. Louis, in which the problem 
of the pathogenesis of arteriosclerosis has been studied 
in different arterial fields, the findings in the cerebral 
arteries, and more especially the basilar artery, in 124 
subjects of widely varying ages are reported. In addi- 
tion, the results are given of a gross examination of 
the circle of Willis in 37 cases, in which the location of 
atheromatous plaques was mapped and the hydrostatic 
tension in the circle during life calculated from measure- 
ments of the internal and external diameters of the vessels 
according to the formula of Laplace, a relationship being 
found between the increase of arteriosclerosis with age 
and the calculated increase of local tension. Differences 
in the histological pattern of development of arterio- 
sclerosis in the basilar artery from that found elsewhere 
are regarded as due largely to certain inherent weak- 


_ nesses of the wall characteristic of cerebral arteries. The 


conclusion is reached that “ arteriosclerosis is funda- 
mentally an adaptive response, structural as well as bio- 
chemical, to mechanical factors, in which all layers of 
the arterial wall are involved ”’. 

[Whatever the reader’s own views may be concerning 
the authors’ theory of the nature of arteriosclerosis and 
their interpretation of their findings, he will find much 
useful information in this paper.] D. M. Pryce 


1433. Clinical and Anatomical Studies of the Bulbar 
Form of Poliomyelitis. (Klinisches und Anatomisches 
zur Verlaufsform der Heine—-Medinschen 
Erkrankung). 

H. J. CoLMant and W. NaGe. Zeitschrift fiir Kinder- 
heilkunde {Z. Kinderheilk.] 75, 341~357, 1954. 6 figs., 
34 refs. 


The authors describe, from the University Neuro- 
pathological Institute and Paediatric Clinic, Bonn, 2 
cases of bulbar poliomyelitis, together with the post- 
mortem findings. In the first case, in a boy aged 2 years 
8 months, the disease was limited clinically to the brain- 
stem and there was central respiratory failure. This 
case was also marked by twitchings in the face, back, 
and intercostal muscles, which were synchronous with 
inspiration. In the second case, in a boy aged 3, there 
was a Landry type of ascending paralysis, followed by 
central circulatory failure with vasomotor paralysis and 
cardiac arrhythmia. The differential diagnosis in the 
first case is discussed and the pathological findings in 
both cases are described in detail and illustrated. 

In both cases it was found that secondary ischaemic 
changes consequent on the respiratory or circulatory 
failure were more prominent in the brain than were the 


underlying primary inflammatory changes. The authors - 


compare their findings with those of Baker ef al. (Arch. 
Neurol. Psychiat. (Chicago), 1950, 63, 257; Abstracts of 
World Medicine, 1950, 8, 206), who found focal necrosis 


adjoining areas. 


in the substantia grisea at the level of thé olive in 24 cases 
of bulbar poliomyelitis showing clinical signs of respira- 
tory or circulatory’ failure of central origin. The present 
authors therefore regard as justified the conclusions which 
have been reached on the importance of this area for the 


central regulation of respiration and circulation. 


J. B. Stanton 


1434. Aschoff Bodies in Surgically Resected Left Auri- 
cular Appendages and Elsewhere in the Heart in Mitral 
Stenosis 
S. A. Lust, I. E. Rustep, and J. E. Epwarps. Labora- 
tory Investigation (Lab. Invest. 3, 483-494, Nov.—Dec., 
1954. 4 figs., 18 refs. 


Histological study of 77 auricular removed 
at operation at the Mayo Clinic from patients thought _ 
to be free of active carditis, showed Aschoff bodies to 
be present in 32 (41:6%). This is compared with the 
incidence of 45% reported by Decker et al. (Circulation 
(N.Y.), 1953, 8, 161; Abstracts of World Medicine, 1954, 
15, 101) in their 183 cases, and with an incidence of 46% 
in a total of 495 cases collected from the literature. 

[The photomicrographs of the surgical material re- 
produced are good.] A. C. Lendrum 


1435. A Contribution to the Pathogenesis of the Changes 
in the Collagen—Ground Substance Equilibrium in Mor- 
phoea (Scleroderma) 

L. A. Musso. British Journal of Dermatology [Brit. J. 
Derm.) 66, 377-387, Nov., 1954. 25 figs., 8 refs. 


The response to standard methods of staining skin 
was studied in specimens from healthy subjects and 
from patients with morphoea, some of the specimens 
being first subjected to the action of trypsin. From his 
observations the author concludes that in morphoea there 
is an excess of ground substance with the new formation 
of collagen fibres, and that the latter is due to physico- 
chemical changes and the action of fibroblasts from 
R. E. Tunbridge 


1436. A Histocytological Study of Effusions. I. Effusions 
not Associated with Malignant Tumors. II. Effusions 
Associated with Malignant Tumors — 

S. A. Luse and J. W. REAGAN. Cancer [Cancer (N.Y.)] 
7, 1155-1166 and 1167-1181, Nov., 1954. 40. figs., 
40 refs. 


In the first of these two papers from the University 
Hospitals of Cleveland, Ohio, the authors describe the 
cytological features of 920 specimens of fluid from the 
pleural, peritoneal, or pericardial sac of patients without 
malignant disease. After an equal volume of 95% 
alcohol had been added to each specimen the fluid was 
centrifuged at approximately 2,000 r.p.m. for 20 minutes. 
Usually paraffin sections prepared from the sediment 
were stained with haematoxylin and eosin, but in a few 
instances special stains—for example, mucicarmine— 
were used. Later it was found that better nuclear 
staining was obtained in preparations consisting of 
direct films fixed in 70% alcohol and stained poly- 
chromatically. A preponderance of mesothelial cells 
was noted in effusions associated with congestive cardiac 
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failure, Laénnec’s cirrhosis, and obstruction of the portal 
vein, while lymphocytes were the most numerous cells 
in tuberculous effusions. The cellular features of other 
types of effusion are also described. Special attention 
is drawn to the rather frequent occurrence in serous 
effusiens generally of atypical mesothelial cells which 


can be readily mistaken for cancer cells; these include 


the “* signet-ring ’’ forms containing glycoprotein or fat, 
multinucleated giant-cell forms, cells with mitotic figures, 
and also aggregates with a pseudo-acinar arrangement. 
In the second paper the authors describe their findings 
on examination of 619 serous effusions, mainly pleural 
and peritoneal, from 339 patients with malignant neo- 
plasms. Tumour cells were identified in 67-5% of the 
effusions (252 patients). Cancer was diagnosed most 
frequently in cases of diffuse carcinomatosis, especially 
when the tumour originated in the ovary. In papillary 
carcinoma of the ovary numerous irregular clumps and 
acini with marked cytoplasmic vacuolization were con- 
stant features. As the authors point out, it is often 
hazardous to diagnose cancer on the appearance. of 
isolated cells in effusions, but a diagnosis is possible 
when there are notable irregularities in the size, shape, 
and staining properties of such cells and abnormal 
mitotic figures are present. In effusions associated with 
adenocarcinoma—for example, those from the bronchus 
or stomach—the cancer cells are often isolated but may 
be recognizable. Similarly, in effusions associated with 
myeloid leukaemia or lymphosarcoma the isolated cells 
are often distinctive. A. Wynn Williams 


1437. The Morbid Anatomy of Carcinoma of the Bron- 
chus: an Analysis of 87 Cases, with Special Reference 
to Solitary Cerebral Metastases 

R. O. STERN. British Journal of Cancer (Brit. J. Cancer] 
8, 412-419, Sept., 1954. 17 refs. 


The findings in 87 cases of primary bronchial car- 
cinoma examined post mortem at the General Hospital, 
Northampton, are described. Metastases were present 
in 75 cases (86%). The brain was examined in 55 cases 
and cerebral metastases were discovered in 14 (25%) of 
these. In 6 cases the metastasis in the brain was single 
and there were no other metastases outside the thorax. 
The histology of 41 of the tumours is reported briefly. ~ 

R. Doll 


1438. Cytological Evaluation of Smears Prepared by the 
Tampon Method for the Detection of Carcinoma of the 
Uterine Cervix 

G. N. PAPANICOLAOU. Cancer [Cancer (N.Y.)] 7, 1185- 
1190, Nov., 1954. 12 figs. 


The author has applied his special staining technique 
to smears of uterine discharge obtained from vaginal 
tampons. The results indicated that the method should 
prove a useful screening test for the detection of uterine 
cancer. The tampons were ieft in the vagina in most 


instances for 5 to 30 minutes, occasionally for 2 to 12. 


hours. Although the smears were not as adequate as 
direct vaginal and endocervical smears, they were suitable 
for microscopical examination in most of the 227 cases, 
and the results compared favourably with those obtained 


by the standard aspiration techniques. False negative 
results were obtained in only 3% of the non-irradiated 
group of patients, a relatively low percentage. In the 
irradiated group the percentage of false negative results 
rose to 20, a figure comparable with those obtained with 
smears from other sites in patients who have received 
radiotherapy. A. Wynn Williams 


1439. Cholesterosis of the Gallbladder. An Autopsy 
Study of 165 Cases 

M. FELDMAN and M. FELDMAN, Jr. Gastroenterology 
[Gastroenterology] 27, 641-648, Nov., 1954. 22 réfs. 


The authors found cholesterolosis of the gall-bladder 
in 12-5% of 1,319 consecutive necropsies performed on 
adult subjects at the Sinai Hospital, Baltimore. It was 
more frequently present in males than in females, and 
most commonly found in subjects between the ages of 
40 and 70. No basis was found for the common belief 
that the lipid deposited in the gall-bladder wall in this 
condition is of inflammatory origin or connected with a 
disturbance of liver function. Nor was it often found 
in association with cholecystitis or cholelithiasis. 

L. Michaelis 


1440. Atrophy and Hyperplasia in the Prostate Proper 
L. M. Franks. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 68, 617-621, 1954. 14 figs., 7 refs. 


The author has previously described (Ann. roy. Coll. 
Surg. Engl., 1954, 14, 92) the division of the glands in 
the human prostate into inner and outer groups, and the 
development of benign nodular hyperplasia from the 
inner group. Changes in the outer group, that is, the 
prostate proper, involving both epithelium and stroma 
usually begin about the age of 30 and may produce 
simple atrophy, sclerotic atrophy, or hyperplasia. One 
type of hyperplasia is thought to be precancerous. 

In simple cystic atrophy the changes are similar to 
those seen in the prostate of a castrated animal. There 
is a high acid-phosphatase content in the cyst fluid. 
The cause of this cystic change is not known, but ob- 
servations by Huggins suggest that it is probably not due 
to simple blockage of the ducts. Sclerotic atrophy, 
which often begins about the age of 60, is involutionary 
in nature and possibly results from the relatively in- 
creased level of circulating oestrogens as a consequence 
of the decrease in androgens. Hyperplasia may develop 
in already atrophic tissue; it may be lobular, when it 
closely resembles simple lobular hyperplasia of the breast 
and, like that condition, is benign. When the hyper- 
plasia is irregular in distribution, as in sclerotic atrophy 
with hyperplasia, it may be precancerous. In some 
cases the hyperplastic acini may have the morphological 
characters of small-acinar carcinoma, but they retain a 
relatively orderly arrangement. There is also a type of 
secondary hyperplasia. All these changes are described 
histologically and illustrated in a number of fine photo- 
micrographs. W. Skyrme Rees 


1441. Some Morbid-anatomical Aspects of Mental 


Deficiency 
L. Crome. Journal of Mental Science [J. ment. Sci.} 100, 
894-912, Oct., 1954. 2 figs. 
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VIRUSES 


1442. Rubella Virus in Tissue-culture 
§.G. ANDERSON. Lancet [Lancet] 2, 1107-1108, Nov. 27, 
1954. 5 refs. 


At the University of Melbourne the author attempted 
to propagate the virus of rubella in tissue cultures of 
monkey kidney and of human embryo. For this pur- 
pose he used roller-tube tissue cultures of adult monkey 
kidney in chicken plasma, with a supernatant fluid con- 
sisting of Hank’s or Earle’s salt solution (68%), beef 
amniotic fluid (28%), and chicken embryo extract (4%), 
with 100 yg. streptomycin, and 100 units of penicillin 
per ml. The supernatant fluid was renewed on the 4th, 
7th, 10th, 12th, and 15th days. On the 7th day 0-05 ml. 
of the appropriate inoculum was added to each tube and 
5 days later the supernatant was removed for passage. 
The cells were fixed and stained with haematoxylin and 
eosin on the 18th day. 


Such cultures were inoculated with throat washings — 


taken from a patient with clinical rubella, and after the 
fifth passage an increase in the number of multinucleate 
areas was observed, while the cytoplasm had a structure- 
less, ‘‘ smeared’? appearance. These changes were 


similar in character to those observed by Enders and > 


Peebles (Proc. Soc. exp. Biol., N.Y., 1954, 86, 277; 
Abstracts of World Medicine, 1955, 17, 13) in cultures of 
measles virus. 

Neutralization experiments showed that the trans- 
missible agent was inactivated by serum from a patient 
convalescent from experimentally induced rubella, but 
not by the serum from the same patient before infection 
or by serum from a patient convalescent from a typical 
attack of measles (morbilli). 'R. Hare 


1443. Experiments on the Use of Chemicals for the 
Disinfection of Air against Influenza A Virus 

CHANG Hsiou-Tex, Li PaNnc-Cu’l, and WANG Hwa- 
CH’ENG. Chinese Medical Journal (Chin. med. J.] 72, 
325-335, Sept.—Oct., 1954. 2 figs., 7 refs. 


Experiments to compare the effectiveness of various 
antiseptic aerosols against influenza-A virus contained 
in the air are reported from the Chinese Union Medical 
College, Peking. The technique was as follows. The 
virus was sprayed into a cabinet of 5 cubic metres 
capacity, and after allowing 30 minutes for the large 
droplets to settle, a number of fertile eggs which had 
been operied to expose the allantoic sac were placed in 
the cabinet for 10 minutes. The eggs were then sealed 
and incubated, and infection of the embryo was estimated 
by testing the allantoic fluid for haemagglutination. The 
effect of the various aerosols was tested by spraying them 
into the chamber immediately after the virus. 

It was found that lysol had no antiseptic action under 
these conditions, and that sodium and calcium hypo- 


chlorites had a slight action. An aerosol of lactic acid, 
obtained by spraying 10 ml. of a 2% aqueous solution 
per cubic metre of air volume, produced complete de- 
struction of the virus in 30 minutes at humidities above 
60%. These conclusions were based on the number of 
embryos infected as compared with two control experi- 
ments without antiseptic aerosols. 

{More numerous and adequate control experiments, 
particularly if carried out in parallel with the actual tests, 
would have given the conclusions greater validity. 
Detection of virus by exposure of eggs has the same 
disadvantage as exposing agar plates in that it detects 
only particles that settle. Centrifugation of air samples 
or allowing mice to breathe the infected air allows 
detection of the suspended particles themselves.] 

D. G. ff. Edward 


BACTERIA 


1444. Clot Culture in Typhoid Fever 
K. C. Watson. Journal of Clinical Pathology [J. clin. 
Path.] 7, 305-307, Nov., 1954. 8 refs.’ 


In this paper from Grey’s Hospital, Pietermaritzburg, 
South Africa, the author demonstrates the superiority of 
blood-clot culture over whole-blood culture in the 
routine diagnosis of typhoid fever. Employing strepto- 
kinase-bile-salt broth as the culture medium and arti- 
ficially infected human blood clots, he obtained a greater 
number of positive cultures in a shorter incubation time 
with clots drained free of serum than when the serum 
was allowed to remain on the clot. With artificially 
infected whole blood cultured in bile-salt broth he found 
that it was necessary to dilute the blood 1 in 5 to over- 
come the bactericidal effect [but in the abstracter’s 
experience a significantly higher dilution of the blood 
may be necessary with this medium]. Finally, in clinical 
trials on divided specimens the author compared serum- 
drained clot culture in streptokinase-bile-salt broth with 
whole-blood culture in ordinary bile-salt broth (8 to 
10 ml. of blood in 50 ml. of medium); he found that 
whereas the former method gave 100% isolation in 30 
bacteriologically proved cases of typhoid fever, the latter 
method gave no more than 77%. 

[The principles involved in the successful cultivation 
of Salmonella typhi from the blood of patients with 
typhoid fever were well presented in the Medical Research 
Council’s Special Report Series (1920), No. 51. The 
author does not refer to this report in his paper, but 
almost all the points raised by him are fully covered in 
the section of the report dealing with blood culture. 
Serum-drained clot culture was not widely practised at 
the time the M.R.C. report was written, and the media 
for blood culture in typhoid’ fever then in common use 
were specifically designed to overcome the bactericidal 
effect of the serum either by dilution or by neutralization. 
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Nutrient broth (1 part whole blood to 500 parts of broth) 
gave consistently good results, but it was obviously 
inconvenient for routine blood-culture work. The use 
of Conradi’s pure ox-bile or Douglas and Colebrook’s 
trypsin broth medium overcame the bactericidal effect 
and required little dilution of the blood; in addition 
they were excellent culture media. Bile-salt broth, 
although possessing some of the properties of pure ox- 
bile, required greater dilution of the blood to overcome 
the bactericidal effect of the serum, and 1 part of blood 
to 10 to 15 parts of medium appeared to be the optimum 
dilution. This need for adequate dilution of the blood 
is frequently overshadowed by the demands of con- 
venience, and because of this the value of serum-drained 
clot culture has gradually come to be generally recog- 
nized. The combination of streptokinase with bile-salt 
broth appears from the author’s results to be very 
suitable for culture of the serum-drained clot, but he is 
not being quite fair to the earlier described techniques in 
comparing his clot-culture method only with whole- 
blood culture in bile-salt broth and with the blood sub- 
optimally diluted.] H. J. Bensted 


1445. A Routine Method for Testing the Sulphonamide 
Sensitivity of Organisms Causing Urinary Infections 
P. JEweLt and G. E. G. PEARMAIN. Journal of Clinical 


Pathology (J. clin. Path.] 7, 308-314, Nov., 1954. 4 figs., _ 


12 refs. 


The presence of sidititinlatttcedaiaiianiean substances 
in the culture media has always been one of the diffi- 
culties to be overcome in devising a simple and reliable 
routine test for sulphonamide sensitivity. The authors, 
working at St. George’s ‘Hospital Medical School, 
London, have chosen an agar medium containing Evans 
peptone, “ lab. lemco’”’, and sodium chloride in which 
they have found the antagonizing effect, expressed as 
p-aminobenzoic acid equivalent in mg. per 100 mi., 
to be minimal. A very small amount of laked horse 
blood removed these trace effects in most cases, but with 
some organisms even these small amounts of blood 
inhibited the action of “ sulphamezathine’’ (sulpha- 
dimidine) if the drug was allowed to diffuse through the 
medium before inoculation. This effect could be over- 
come by the use of sulphonamide disks placed on the 
medium after inoculation. Large concentrations of 
blood were found to inactivate sulphamezathine and also 
the three other sulphonamides tested (sulphathiazole, 
sulphadiazine, and sulphamerazine, forming the so-called 
“* sulphatriad ”’), and this effect could not be overcome 
by the use of post-inoculation disks. Finally, the authors 
chose 0-5% laked horse blood as the optimum concentra- 
tion and used post-inoculation disks which were impreg- 
nated with a solution of 300 mg. of the sulphonamide 
per 100 ml. 


The work described was strictly limited to organisms 


isolated from urinary-tract infections; in general the 
organisms examined were found to be either very sensi- 
tive or completely resistant. Occasionally sulpha- 
mezathine gave -half-way results, and in such cases a 
high dosage of this drug or the use of sulphatriad was 
recommended. In 50 cases of urinary infection the tests 


here described showed excellent agreement with the 
subsequent clinical results. 

{For a description of the technique employed the 
original paper should be consulted.] | H.J. Bensted 


1446. Antibiotic Sensitivity of the Genus Proteus 
J. C. F. Poote. Journal of Clinical Pathology [J. clin. 
Path.] 7, 315-317, Nov., 1954. 


The sensitivity of 46 Proteus strains to streptomycin: 
chloramphenicol, aureomycin, and terramycin has been 
investigated over a range of 1-5 to 50 units or micro- 
grammes per millilitre. Twenty strains of P. mirabilis 
were sensitive to chloramphenicol and all but one to 
streptomycin, but were relatively resistant to aureomycin 
and terramycin. Eight strains. of P. rettgeri were 
sensitive to aureomycin and to terramycin but not to 
streptomycin or to chloramphenicol. Twelve strains of 
P. morgani were on the whole more sensitive than those 
of the other species, most of them being sensitive both to 
chloramphenicol and to aureomycin in contrast to P. 
mirabilis and P. rettgeri. In the P. vulgaris group, 


greater variation was found.—[Author’s summary.] 


1447. The Type Specificity of Haemophilus pertussis 
J. UNGAR, P. ‘W. MUGGLETON, and W. K. STEVENS. 
Journal of Hygiene [J. Hyg. (Lond.)] 52, 475-485, Dec., 
1954. 1 fig., 18 refs. 


A total of 187 freshly isolated strains of Hoemophilas 
pertussis, together with 10 laboratory strains and 11 
strains of H. parapertussis were submitted to tests of their 
morphological, biochemical and antigenic properties 
in relation to their virulence to mice. The naturally 
occurring H. pertussis strains form a single antigenic type 
differing from that of the attenuated laboratory strains. 
H. parapertussis forms, as previously claimed, a distinc- 
tive type with characteristic properties closely related to 
H. pertussis—[From the authors’ summary.] 


1448. The Cream—Egg Medium for Recovery and En- 
richment of the Growth of Tubercle Bacilli from Septic 
Material 

H. C. Sweany, F. P. DunBArR, and E. Woop. Diseases 
of the Chest [Dis. Chest} 26, 510-519, Nov., 1954. 1 fig., 
13 refs. 


The authors, writing from the State of Florida Tuber- 
culosis Hospitals, Tampa, Florida, describe with full 
technical details the preparation of a culture medium 
designed to ensure the growth of tubercle bacilli of low 
viability, the constituents of which are fresh cream, milk, 
and eggs, potato flour, asparagin, and malachite green 
oxalate. Analysis of the results of 195 parallel cultures 
on this medium and Léwenstein—Jensen medium showed 
that the former gave a positive culture in 187 cases and 
the latter in 176. Moreover, of 168 cases in which the 
culture was positive on both media, the growth was 
heavier on the cream-egg medium in 63 and on the 
Léwenstein—Jensen medium in 23. 

The medium has the disadvantages of being more 


difficult to prepare and more liable to contamination — 


than those media at present in general use. 
John M. Talbot 
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SEROLOGY AND IMMUNOLOGY 
1449. A Serological Study of Neisseria gonorrhoeae 


J. F. Witson. Journal of Pathology and Bactetiology 


[J. Path. Bact.] 68, 495-510, 1954. 23 refs. 


The author, working at the Sunderland Royal Infir- 
mary, has studied the antigenic structure of 28 “‘ smooth ” 
strains of Neisseria gonorrhoeae. Details of the sero- 
logical tests used are given and the causes of the vari- 
ability which was noted in the reactions are discussed. 
Under optimum conditions N. gonorrhoeae is usually 
“smooth ’’ when isolated from acute infections. Some 
suspensions of “‘ smooth” cultures, while not auto- 
agglutinable in 0-85% saline and not agglutinated by 
normal rabbit serum, may become hyperagglutinable 
and be agglutinated to an abnormally high titre by 
rabbit antisera containing agglutinins against the 
organism; however, both the agglutination reactions 
and also the power of these strains to absorb homologous 
antibodies are less specific than with normal strains. 
Some strains are inagglutinable by specific antisera on 
isolation, but become agglutinable after suitable sub- 
culture or after adjustment of the reaction of the sus- 
pension to pH 6 or boiling it for 30 minutes. “* Smooth ”’ 
strains become inagglutinable after mouse passage. 

Having overcome these difficulties the author demon- 
strated the presence of 8 antigens which are not de- 
stroyed by heating at 100°C. for 30 minutes and are 
part of the protein fraction of the organisms. Four of 
these, designated A, B;,-B2, and C, behave as group 
antigens, while the other four (D, E, F, and G) appear 
to be type-specific. Any strain may possess all the 
group antigens and one type-specific antigen. All the 
antigens may be lost on subculture, but providing A or 
B remain, the other antigens can be regained. 

R. F. Jennison 


1450. The Diagnosis of Toxoplasmosis. Lack of Speci- 
ficity of Sabin-Feldman Dye Test 

F. I. Awap. Lancet [Lancet] 2, 1055-1056, Nov. 20, 
1954. 10 refs. 


The dye test of Sabin and Feldman (Science, 1948, 
108, 660) is now widely used in the diagnosis of toxo- 
plasmosis, and positive reactions are accepted as evidence 
of infection. When, in the past, positive serological 
findings could not be confirmed parasitologically, this 
was taken to indicate previous infection with Toxoplasma. 
However, a number of observers have cast doubt on the 
specificity of the dye test, since it has also given positive 
results with such unrelated organisms as Sarcocystis and 
Trichomonas vaginalis [as well as with Trypanosoma 


lewisi}. 


In the present paper from the London School of 
Hygiene and Tropical Medicine, the author reports the 
results of an investigation of the cross-reactions in the 
toxoplasmic dye test with Trichomonas vaginalis and 
Trypanosoma cruzi in laboratory animals known to haye 
had no contact with Toxoplasma gondii. It was found 


_ that the serum of mice and rabbits immunized against 


the trichomonad and the serum of mice which had 


recovered from an infection with Trypanosoma cruzi 
gave positive reactions in the dye test against Toxoplasma; 
with serum from control animals, however, the results 
were negative. In the author’s words, “* this work has 
clearly demonstrated the lack of specificity of the Sabin- 
Feldman dye test i in the diagnosis of toxoplasmosis ”’. 
Hoare 


1451. Interference Immunity Produced by Pertussis Vac- 
cine to Pertussis Infection in Mice 

D. G. Evans and F. T. PERKINS. British Journal of 
Experimental Pathology (Brit. J. exp. Path. ] 35, 603-608, 
Dec., 1954. 4 figs., 8 refs. 


In experiments carried out at the University of Man- 
chester it was found that Haemophilus pertussis vaccine 
in the form of a killed bacterial suspension or a cell-free 
extract interfered with the development of fatal pertussis 
infection in the mouse. Intracerebral injection of the 
vaccine into mice simultaneously with or 3 hours before 
intracerebral inoculation of a challenge dose of one or. 
more LDso of a virulent culture of the same organism 
gave complete protection. The phenomenon appeared 
to be specific for pertussis vaccine, since it was not 
evoked by a number of other antigenic preparations. - 
It would appear, therefore, that the pertussis vaccine is 
able to influence the course of intracerebral H. pertussis 
infection, and that this interference mechanism is not a 
function of the at bacterial cell. 

G. Payling Wright 


1452. Antibody Responses to Naturally Occurring Polio- 
myelitis Infections in Children. I. Neutralizing Antibodies 
against the Prototype and Patient’s Own Viruses 

C. A. MILLER and H. A. WENNER. Pediatrics [Pediatrics] 
14, 573-586, Dec., 1954. 6 figs., 32 refs. 


The neutralizing-antibody titre against three honéh 
prototypes of poliomyelitis virus and against homologous 
strains was determined in 14 patients at the University 
of Kansas. Of the 14 patients (aged 18 months to 14 
years), 2 had bulbar poliomyelitis, 6 had paralytic polio- 
myelitis, and the remainder had the non-paralytic form 
of the disease. In 7 cases the virus was isolated from a 
specimen of stool, and was found to be Type 1 in 6 cases 
and Type 2 in one case. 

Roller-tube cultures of monkey kidney italian were 
used, the serum dilutions being added to the cultures on 
the 7th day and cytopathogenic effects determined after 
incubation for a further 6 days. A specimen of serum 
from each patient was tested against Type 1 (Brunhilde), 
Type 2 (Y-SK), and Type 3 (Saukett) viruses; in addi- 
tion, serum from 7 patients was tested against homo- 
logous strains. It was found that in 13 of the 14 cases 
the first specimen of blood taken after the onset of the 
illness contained neutralizing antibody for one and some- 
times for 2 of the 3 type strains (in one instance for all 
3 Types). In one case antibody was detected as early as 
48 hours after the appearance of the first symptom. 
There was no significant change in the antibody titre 
over a period of 18 months. The titre of neutralizing 
antibody for the patient’s own virus was very similar to 
that observed with the 3 type strains. R. Hare 
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1453. Experimental Effect of Two Recent Anti- 
cholinergic Drugs on Insulin-induced Gastric Secretion in 
Duodenal Ulcer 

B. B. Weisicer, J. O. BURKE, and K. PLUMMER. Gastro- 
enterology [Gastroenterology] 27, 469-473, Oct., 1954. 
12 refs. 


The action on gastric secretion of two new acetyl- 
choline inhibitors, antrenyl (oxyphenonium bromide) 
and ‘“darstine’’ (5-methyl-4-phenyl-1-(1-piperidyl)-3- 
hexanol methobromide), was studied at the McGuire 
Veterans Administration Hospital, Richmond, Virginia, 
in 10 patients suffering from active, uncomplicated duo- 
denal ulcer. Each patient acted as his own control, 
an insulin test being carried out before as well as after 
administration of 200 to 300 mg. of darstine and 15 to 
30 mg. of oxyphenonium bromide. After a 12-hour fast 
the stomach contents were aspirated and the fasting 
_ secretion then determined over two 20-minute periods. 
An intravenous injection of 20 units of insulin was given 
and specimens of gastric juice were continuously col- 
lected over a period of 2 hours. The volume, the free 
acid and mucoprotein content, and the pepsin activity 
of the gastric juice were determined at 20-minute intervals. 

The results were assessed in terms of: (1) the maximum 
20-minute and total 2-hour gastric secretion in the control 
test and again after administration of one of the anti- 
cholinergic drugs; and (2) the mean decrease in volume, 
acidity, mucoprotein content, and pepsin activity deter- 
mined over the 2-hour period and the period of maximum 
response (20 minutes). It was found that after admini- 
stration of darstine there was a consistent decrease in 
the mean maximum and mean 2-hour output of muco- 
protein and of pepsin. After administration of oxy- 
phenonium bromide a significant fall in volume response 
and in the output of pepsin was observed. Neither drug 
affected the mean output of free acid. 

H. F. Reichenfeld 


1454. The Effect of a New Parasympathetic Blocking — 
Agent on Gastric Secretion and Gastrointestinal Motility 
in Man. [In English] 


D: BIRNBAUM. Gastroenterologia [Gastroenterologia 
(Basel)} 82, 225-233, 1954. 13 refs. 


At the Rothschild—Hadassah University Hospital, 
Jerusalem, diethylaminoethyl benzilate methobromide 
paragone ”’),a new quaternary ammonium compound, 
was tested for its effect on the resting gastric secretion 
_ and the gastrointestinal motility of 10 patients suffering 
from peptic ulceration and of 4 healthy subjects. Speci- 
mens of the gastric secretion were obtained after 12 
hours’ fasting from each patient on 2 occasions at an 
interval of 4 or 5 days. The drug was given either by 
mouth as a 25-mg. tablet or by injection of 10 mg. intra- 
muscularly half'an hour before one of the two tests. 
Samples of gastric content were measured and tested for 
free and bound acid, using Tépfer’s reagent and phenol- 


phthalein as indicators. The effect of the drug on gastro- 
intestinal motility was studied by giving a standard 
barium meal after a 12 hours’ fast, the passage of barium 
from the stomach being observed first without pre- 
medication and then after 5 days’ treatment with 75 mg, 
of paragone daily. — 

The results showed that paragone has an inhibitory 
effect on basal gastric secretion. The average reduction 
in volume was 51-6% for 5 patients receiving oral medi- 
cation, 64:5% for the 5 patients receiving parenteral 
medication, and 55-6% in the 4 normal subjects. In 8 
of the 10 patients there was a varying decrease in the 
free and total acid concentration; in the other 2 a slight, 
insignificant increase occurred following the administra- 
tion of the drug; in the 4 controls there was again 
some decrease in the output of free and total acid. The 
barium-meal test showed that there was a considerable 
reduction in gastric motility in all cases. 

Clinically, in 22 cases of peptic ulceration there was 
prompt relief of pain following the administration of 
75 to 100 mg. of paragone in divided doses during 24 
hours, relief being experienced in 2 cases in spite of an 
unchanged acid concentration. Side-reactions varied; 
2 patients suffering from pyloric obstruction showed an 
aggravation of stasis and vomiting, so that medication 
had to be discontinued, and delay in urination was noted 
in one patient aged 49. Parenteral administration was 
followed by dfyness of the mouth, which persisted in 
some cases for several hours. It is concluded that the 
drug is a valuable adjunct to the treatment of peptic 
ulcer and is of definite benefit even in patients not 
responding to conventional ulcer therapy. 

Robert Hodgkinson 


1455. A Study of the Absorption and Utilization of an — 


Iron Chelate in Iron-deficient Patients 

J. J. Witt and R. W. Vitter. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 44, 499-505, 
Oct., 1954. 6 refs. 


The authors, working at the University of Cincinatti 
College of Medicine, have studied the absorption and 
utilization of an iron chelate, ferric sodium versenate, 
by 5 patients with hypochromic anaemia. Suboptimal 
doses of ferrous sulphate were first given for 2 weeks, 
followed by an equivalent dose of the chelate (15 to 
30 mg. of elemental iron per day) for a further 2 weeks, 
haemoglobin determinations and erythrocyte and reti- 
culocyte counts being carried out every second day. It 
was found that neither drug caused any increase in 
haemoglobin level, while the reticulocyte response to 
each was only “ slight to moderate ’’. Potentially thera- 
peutic doses of ferric sodium versenate (100 mg. of 
elemental iron 3 times daily) were given to a further 3 
patients with hypochromic anaemia and the average 
daily rate of haemoglobin regeneration calculated over 
periods of 5 to 8 weeks. The values obtained were no 
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greater than those obtained with inorganic iron com- 
pounds. 

A dose of ferric sodium versenate labelled with 20 juc. 
of radioactive iron and containing 20 to 30 mg. of 
elemental iron was given by mouth to one healthy subject 
and one patient recovering from an iron-deficiency 
anaemia, 24-hour specimens of stools being obtained 
for the next 3 to 5 days and of urine for 3 days, while 
random blood samples were taken for 1 to 9 days for 
the measurement of radioactivity. Similar determina- 
tions were carried out on 3 healthy subjects after giving 
an oral dose of ferrous sulphate containing the same 
amounts of radioactive and elemental iron. No signifi- 
cant urinary excretion of radioactive material was 
detected. When the radioactive iron was given as the 
versenate the proportion of the dose recovered in the 
stools was 84% for the normal subject and 47% for the 
patient with iron deficiency, compared with values 
ranging from 61 to 91% in the group receiving radio- 
active ferrous sulphate. The presence of radioactive 
iron in the erythrocytes was. detected in blood specimens 
taken 24 hours after the dose of radioactive versenate, 
while greater amounts were found on the third and sixth 
days. 

The authors conclude that iron administered in the 
form of ferric sodium versenate is utilized for haemo- 
globin formation, but that the amount absorbed from 


- the gastrointestinal tract is no greater than with ferrous 


sulphate. It is suggested that the iron chelate is split 
up in the gastrointestinal tract, releasing ionized iron 
which is absorbed by the usual mechanism. 

D. G: Adamson 


1456. Antidyspnoeic Action of para-Aminobenzoic Acid. 
Modifications of the Functional Respiratory Indexes in the 
Patients Treated 

R. F. VAccAREzzA, A. J. Sousrif, and S. AVERBACH. 
Diseases of the Chest [Dis. Chest] 26, 565-573, Nov., 
1954. 17 refs. 


At the University Tuberculosis Clinic, Buenos Aires, 
the authors have studied the effect of the injection of 
10 ml. of 5% sodium para-aminobenzoate (PAB) intra- 
venously or intramuscularly on 22 patients suffering from 
respiratory insufficiency due to such causes as pulmonary 
fibrosis, emphysema, tuberculosis, or bronchial asthma. 


_ Determination of the arterial oxygen saturation and full 


spirometric studies were carried out before and 15 
minutes after the injection of PAB. 

It was found that there was an average increase in 
the oxygen saturation of arterial blood from 85-9% to 
92-6%, and in most cases oxygen consumption decreased 
from an average of 301-8 ml. to 241-3 ml. per minute. 
Vital capacity increased from 2,046 ml. to 2,132 ml., and 
the volume of reserve air from 502 ml. to 624 ml. Like- 
wise the respiratory minute volume increased from 11-4 
litres to 42-3 litres, and the respiratory maximum volume 
from 39-5 litres to 42-3 litres. Clinically, PAB produced 
rapid subjective improvement in the dyspnoea, especially 
in asthmatics, and in some cases existing cyanosis was 
diminished. The authors do not think that the increased 
oxygen saturation of the haemoglobin was due entirely, 


or even mainly, to the improved pulmonary ventilation, 
and suggest that PAB acts principally as an anti-oxidizing 
agent. ; I. Ansell 


1457. Inhibition of Hypothalamic, Medullary and Reflex 
Vasomotor Responses by Chlorpromazine 

S. R. DasGupta and G. Werner. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.) 
9, 389-391, Dec., 1954. 2 figs., 7 refs. 


The experiments here described were undertaken at 
the School of Tropical Medicine, Calcutta, in order to 
determine whether, and under what conditions, chlor- 
promazine could block vasomotor responses centrally. 
Doses of 0-25 to 0-5 mg. of chlorpromazine (“‘ largactil ’’) 
injected intracisternally into rhesus monkeys anaes- 
thetized with allobarbitone caused a fall in blood pres- 
sure of 30 to 50 mm. Hg. The pressor reflex elicited by 
clamping both carotid arteries was abolished for at least 
40 minutes, but the response to the intravenous infusion 
of adrenaline was unaltered. 

In decorticated cats the intravenous injection of 50 
to 100 yg. of chlorpromazine per kg. body weight caused 
a large reduction in blood pressure, and also abolished 
the rhythmic blood-pressure waves. The response to 
electrical stimulation of pressor areas in the hypothalamus 


.and medulla with a Horsley-Clark electrode was 


abolished for several hours. However, in cats anaes- 
thetized with chloralose chlorpromazine produced no 
significant lowering of blood pressure, and stimulation 
of the posterior hypothalamus gave variable results, 
even in cats in which the respiration was paralysed by 
decamethonium and which were being artificially venti- 
lated. The authors conclude that these experiments gave 
no real evidence of a central vasomotor reflex blocking 
action specific to chlorpromazine, and suggest that other 
central depressant drugs should be tested under similar 
conditions. L. G. Goodwin 


1458. The Action of Chlorpromazine on Diencephalic 
Sympathetic Activity and on the Release of Adreno- 
corticotrophic Hormone 

M. HowtzpauverR and M. Vocrt. British Journal of 
Pharmacology and Chemotherapy [Brit. J. Pharmacol.} 
9, 402-407, Dec., 1954. 9 refs. 


The sedative action of chlorpromazine has been attri- 
buted to its inhibition of sympathetic diencephalic 
centres, or to its prevention of the release of ACTH in 
conditions of stress, that is, inhibition of hypothalamic 
activity. Working in the Department of Pharmacology, 
University of Edinburgh, the authors have investigated 
the action of the drug upon hypothalamic activity in 
cats, dogs, and rats. A dose of 40 mg. of morphine 
per kg. body weight given subcutaneously to a cat causes 
excitement, the amount of noradrenaline in the hypo- 
thalamus is depleted, and impulses passing in the 
splanchnic nerves cause a discharge of amines from the © 
adrenal medulla; no discharge of amines occurs when 
the adrenal gland has been denervated. Cats in which 
one adrenal had been denervated 3 weeks previously 
were given doses of morphine, nalorphine, and chlor- 
promazine and killed 4 to 5 hours later. Extracts 


4 

| 
in 
1€ 
ic 
ot 
an 
ry : 
5, 
tti 
ad 
te, 
al 
Ks, 
to 
ks, 
ti- 
It 4 
in 
to 
ra- 
of 
ver 
no 


438 PHARMACOLOGY 


prepared immediately from the hypothalamus and adrenal 
glands were purified by paper chromatography and 
assayed for amines and noradrenaline activity on the 
blood pressure of rats anaesthetized with urethane and 
treated with atropine and hexamethonium. It was shown 
that chlorpromazine alone caused no release of nor- 
adrenaline; two doses, totalling 25 mg. per kg. body 
weight, given respectively before and 2 hours after the 
morphine, did not affect the release of noradrenaline 
from the hypothalamus and the innervated adrenal. 
The morphine antagonist nalorphine completely pre- 
vented the release under the same conditions. 

In two cats in which one superior cervical ganglion 
had also been removed, the pupils responded to cir- 
culating adrenal medullary amines towards the end of 
the experiment, showing that the adrenolytic action of 
chlorpromazine was not very powerful. In the chlora- 
losed dog the adrenolytic action of 1-5 mg. of chlor- 
promazine per kg. passed off in 30 minutes; at no time 
was there evidence of blockage of transmission in sym- 
pathetic ganglia. 


The effect of chlorpromazine on the release of ACTH 


by stress was investigated in rats given doses of 10 to 
15 mg. per kg.; one-half to 3 hours later the viscera 
were exposed under urethane anaesthesia, the mesentery 
handled for 2 minutes, and the abdomen closed. After 


a further hour the rats were killed and the ascorbic acid 


content of the adrenal glands determined and compared 
with the results in control groups given saline, chlor- 
promazine, or “‘ stress”’ alone. No significant protec- 
tive action of chlorpromazine upon the depletion of 
adrenal ascorbic acid was observed. In rats trained to 
receive injections of saline without emotional response 
chlorpromazine alone caused some release of ascorbic 
acid and did not prevent the further release caused by 
an injection of adrenaline. ° 

It is concluded that the shock-preventing action of 
chlorpromazine is not a result of inhibition of the adrenal 
defence mechanism, but must be sought elsewhere— 

L. G. Goodwin 


1459. The Effect of 8-Diethylaminoethyldiphenylpropy!- 
acetate Hydrochloride on the Action of a Series of Barbi- 
turates and C.N.S. 

L. Coox, E. Macko, and E. J. FELLows. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 112, 382-386, Nov., 1954. 9 refs. 


Experiments were carried out to determine the effect 
of (SKF 525- 
A) on the action of a number of barbiturates and central 
nervous system (C.N.S.) depressants. This synthetic 
compound was given by mouth to mice and albino rats 
40 minutes before administration in aqueous or saline 
solution of hypnotic doses of the drugs to be tested. 
Control animals received saline only before injection of 
a C.N.S. depressant. SKF 525-A itself ‘did not cause 
depression of the C.N.S., but markedly prolonged the 
hypnosis induced by administration of hexobarbitone, 
quinalbarbitone, pentobarbitone, amylobarbitone, and 
“ butethal”’; it prolonged slightly the hypnosis in- 


duced by “‘ ortal ’’, phenobarbitone, and chloral hydrate, 
but did not affect the duration of the hypnotic action of * 


barbitone, “ thioethamyl”’, thiopentone, or ‘ methyl- 
parafynol”’.. The induction time and duration of 
anaesthesia with nitrous oxide or ethyl ether were un- 
affected by previous administration of SKF 525-A. 
The finding that SKF 525-A did not potentiate the 
action of all the drugs tested indicates that it does not 
sensitize the C.N.S. to depressants. Its selectivity may 
depend on some common step in the metabolism of the 
hypnotics, since the action of those agents which are not 
metabolized. (ethyl ether, nitrous oxide, and barbitone) 
was not potentiated. Thomas B. Begg 


1460. Viricidal Action of Ethylene Oxide Gas 


A. KLARENBEEK and H. A. E. VAN TONGEREN. Journal 
of Hygiene Hye: (Lond.)| 52, 525-528, Dec. 1954, 
6 refs. 


The viricidal action of a gaseous mixture of ethylene 
oxide and carbon dioxide was investigated at the Institute 
for Preventive Medicine, Leiden, the viruses of vaccinia 
and Columbia SK encephalomyelitis being the test 
organisms. To eliminate any risk of explosion in the 
presence of air, carbon dioxide was mixed with ethylene 
oxide in the proportion of 9 to 1. A 10% mouse-brain 
suspension in saline from animals which had died after 
intracerebral inoculation of Columbia SK_ encephalo- 
myelitis virus was used, the LDso of the supernatant 
varying from 10-9 to 10-19, For the vaccinia virus 
commercial vaccine lymph diluted 1 in 4 with saline was 
used. The virus suspensions were exposed to the action 
of the gas in closed chambers at room temperature for 
varying periods up to 24 hours. Evidence of viral 
activity was then sought by intracerebral inoculation of 
mice for Columbia SK virus and by inoculation on to 
the chorioallantoic membrane of the chick embryo for 
vaccinia virus. . 

Fumigation for 6 hours appeared to be insufficient to 
sterilize either virus, but after 8 hours viable virus could 
no longer be detected. D. Geraint James 


Teepol, Sodium Hydroxide, Propylene Glycol and Dettol 
A. KLARENBEEK. Journal of Hygiene Vv. Hyg. (Lond.)) 
52, 529-533, Dec., 1954. 9 refs. 


With the object of determining the suitability of certain 
compounds for use as disinfectants in the laboratory the 
viricidal action of these compounds on Columbia SK 
virus was investigated at the Institute for Preventive 
Medicine, Leiden. A 10% suspension of virulent mouse 
brain, at a starting dilution of 10-1, mixed with the 
chemicals in a number of different concentrations was 
kept for varying periods at either 4°C. or —20°C. 


- The mixtures were then inoculated intraperitoneally into 


groups of mice and the infectivity titre determined. 
No viricidal effect was observed with sodium hydroxide, 
“ teepol ”’ (liquor sulphestolis), or “‘ dettol’’. The virus 
was inactivated by 90% propylene glycol after exposure 
for 24 hours at 4° C., but this effect was neutralized when 
0-2% “* furacin ’’ was added to the propylene glycol. 

_ D. Geraint James 
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1462. Changes in Isoniazid Resistance of Tubercle 
Bacilli after Cessation of Treatment. (M.R.C. Isoniazid 
Trial: Report No. 6) 

MEDICAL RESEARCH COUNCIL TUBERCULOSIS CHEMO- 
THERAPY TRIALS COMMITTEE. Thorax ‘ 9, 254- 
259, Dec., 1954. 35 refs. 


Further to the previous reports of the Tuberculosis 
Chemotherapy Trials Committee of the Medical Research 
Council, in particular Report No. 4 (Lancet, 1953, 2, 217; 
Abstracts of World Medicine, 1954, 15, 117), more results 
of sensitivity tests carried out at the beginning and the 
end of an extended follow-up period have become avail- 
able for 42 patients; of these, 23 had received isoniazid 
(200 mg. daily) for 3 months and were followed up for 
9 months, 14 had received the drug for 6 months and 
were followed up for 6 months, while the remaining 5 
patients had received this treatment for 4 to 6 months 
and remained for periods of 7 to 11 months without 
isoniazid. | 

The frequency distribution of strains of tubercle bacilli 
according to their level of resistance to isoniazid remained 
largely unaltered at the end of follow-up periods of at 
least 6 months. Thus at the end of the period of treat- 
ment with isoniazid 16 strains were resistant to a con- 
centration of 50 ug. of isoniazid per ml., 24 strains 
showed lesser resistance, and 2 were sensitive, showing 
no growth in a concentration of 0-2 pg. of isoniazid 
per ml. After a follow-up period of 6 months or more 
the corresponding figures for frequency distribution of 
strains were 10, 29, and 3 respectively. 

Previous conflicting evidence on the development 


' of resistance to isoniazid is discussed, with special 


reference to limitations in the interpretation of such 
sensitivity tests. It is concluded that there is little 
evidence of a general reversion of resistant strains to a 
lower level of resistance or to sensitivity over a period 


of at least 6 months; and it is stressed that once a patient — 


has developed a strain which is resistant to isoniazid it 
is not justifiable to assume that loss of resistance will 
occur. It is therefore important to prevent so far as 
possible the emergence of such resistant strains by 


employing suitable combinations of antituberculous 


drugs. Derek R. Wood 


1463. Aaitediuae Study and Preservation of Hearing 
in the Treatment of Tuberculosis with Streptomycin. 
(Etude audiométrique et conservation de l’audition dans 
le traitement par streptomycine de la tuberculose) 


C. Matter, P. Grraup, J. Pamas, A. APPAIx, and - 


J. Henin. Presse médicale [Presse méd.] 62, 1325-1327, 
Oct. 2, 1954. 3 figs., 13 refs. 


Despite the frequently described toxic effects of 
streptomycin on the vestibular nerve the authors, working 
at the Pneumo-phthisiological Research Centre, Mar- 
Seilles, found only one case of temporary deafness out 


of 2,000 cases of pulmonary tuberculosis given a total 
dose of 60 g. of streptomycin. Of 60 cases of tuber- 
culous meningitis in adults followed up from 1948 to 
1953 after being treated with streptomycin in doses 
totalling from 250 to 600 g., deafness was observed in 
only 5 (8-3%). 

In order to clear up the doubt which exists regarding 
the toxic effects of streptomycin, the authors carried out 
an audiometric investigation on patients before and after 
treatment with the antibiotic, comparing the results in 
patients suffering either from pulmonary tuberculosis or 
tuberculous meningitis with those in non-tuberculous 
patients not receiving streptomycin. The total doses of 
streptomycin varied between 350 and 1,000 g. or more 
for adults, and 150 to 250 g. for children. The authors 
found that in about half the patients above the age of, 
40 in both groups there was a moderate or slight impair- 
ment of hearing. No greater loss of hearing was reported 
after treatment. Of 76 adult patients with tuberculous 
‘meningitis treated with streptomycin, follow-up examina- 
tion showed normal hearing in 60 and a moderate degree 
of deafness in3; 5 could not be audiometrically examined, 
and 8 others suffered from types of deafness not due to 
streptomycin. Finally, of 18 children recovered from 
tuberculous meningitis after treatment with dihydro- 
streptomycin, 5 showed some degree of deafness. The 
authors conclude that the withholding of streptomycin 
because of the risk of causing deafness cannot easily be 
justified. Franz Heimann 


1464. Adrenocorticotrophic Effect of Intravenous PAS 
and Its Therapeutic Implications 

G. Favez, C. Fortier, A. Bossy, and C. KRAHENBUHL. 
Diseases of the Chest [Dis. Chest] 26, 646-655, Dec., 
1954. 4 figs., 46 refs. 


Several authors have noted that the therapeutic effect 
of PAS in cases of pulmonary tuberculosis is more 
marked when the drug is given by intravenous infusion 
than when it is given by mouth. In this paper from the 
University of Lausanne and Sanatorium Le Mont-Blanc, 
Leysin, the authors report a comparative study of the 
effect of PAS given by mouth and by intravenous in- 
fusion to 12 female patients, aged 18 to 23 years, with 
recent, fairly localized pulmonary lesions. After a con- 
trol period of 7 days, 6 of the patients received an oral 
massive dose of 15 g. of PAS daily for 10 days and 
6 received 5 g. three times a day for the: same length 
of time. During the next 10-day period both groups 
were given an intravenous infusion for one hour daily 
of 18-5 g. of the sodium salt of PAS dissolved in 500 ml. 
of distilled water. 

The effect of PAS by each method of administration 
was assessed from the response of the circulating eosino- 
phils and lymphocytes, the hypoglycaemic response to | 
insulin, and the result of a cantharadin test which con- 
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sisted in application to the skin of cantharadin (0-4%) 
in a waxy base and estimation of the leucocyte count 
and the total protein content of the blister fluid. 

After intravenous administration of PAS significant 
eosinopenia and lymphopenia, marked insulin resistance, 
and a decrease in the protein content and leucocyte 
count of the cantharidin blister were observed in all 
cases. When PAS was given by mouth in a single daily 
dose the effects were “* slight to insignificant ’’; no effects 
were observed when the ‘drug was given by mouth 3 
times a day. 

The authors suggest that the higher blood concentra- 
tion of PAS after intravenous infusion acts as a stressing 
agent and induces the release of ACTH from the pituitary 
gland. They consider that the presence of ACTH 
accounts for the rapid clinical improvement and cavity 
closure with minimal fibrosis observed in patients 
receiving PAS intravenously. L. Capper 


1465. Action of Erythromycin Alone and Associated 
with Oxytetracycline and Penicillin on Staphylococcus 
aureus 

P. BENIGNO, T. Berti, and L. Cima. Antibiotics and 
Chemotherapy {Antibiot. and Chemother.] 4, 1143-1151, 
Nov., 1954. 5 figs., 12 refs. 


In a study at the University of Padua of the action of 
erythromycin, alone and associated with oxytetracycline 
and penicillin, on Staphylococcus aureus it was found 
that the addition of erythromycin or oxytetracycline to 
cultures of this organism reduced oxygen consumption 
and growth rate, inhibited cell division, and caused a 
significant reduction in the number of viable organisms. 
Phosphorus uptake was unchanged, but because of the 
slowing of the rate of growth the concentration of 
phosphorus increased. The effects of these two anti- 
biotics were similar and additive. When bacteriostatic 
concentrations of both were present together a bacteri- 
cidal effect was observed. The action of these two 
antibiotics was clearly different from that of penicillin, 
which inhibited protoplasmic synthesis and caused lysis 
and death. The ability of erythromycin and oxytetra- 
cycline to inhibit cell division explains their antagonism 
to the bactericidal action of penicillin. The effect was 
apparent if both drugs were added at the same time or if 
the erythromycin or oxytetracycline was added during 
the period in which multiplication normally occurred— 
when penicillin would have its maximal bactericidal 
activity. Derek R. Wood 


1466. In vitro Susceptibility of Meningococci to Eleven 
Antibiotics and Sulfadiazine 

B. D. Love and M. FINLAND. American Journal of the 
Medical Sciences [Amer. J. med: Sci.] 228, 534-539, Nov., 
1954. 1 fig., 16 refs. 


Although the predicted increase in the incidence of 
meningococcal infections has happily not occurred, there 
has been some indication of a slight but definite increase 
in tolerance of meningococci for sulphadiazine, which in 
previous epidemics proved highly efficacious. At Har- 
vard Medical School, therefore, the authors have carried 
out a number of tests of the sensitivity in vitro of 50 


CHEMOTHERAPY 


strains of Neisseria meningitidis to 11 of the most com- 
monly used antibiotics and to the sulphonamide sulpha- 
diazine. The great majority of the strains employed 
were isolated from cases of infection in the U.S.A. in 
1953-4. The organisms were grown on heart-infusion- 
agar plates containing 10% horse blood to which was 
added twofold serial dilutions of sodium sulphadiazine 
or the antibiotic being tested; plates were examined 
through a hand-lens for visible growth after 24 and 48 
hours’ incubation at 37° C. 

On the basis of weight, penicillin was found to be the 
most active agent and erythromycin, though considerably 
less active, ranked next. The least active agents were 
polymyxin B and bacitracin, these being considerably 
less inhibitory than sulphadiazine, aureomycin, oxy- 
tetracycline, tetracycline, chloramphenicol, streptomycin, 
neomycin, and carbomycin, all of which were of com- 
parable activity. Sensitivity of the strains to each of 
the antibiotics was fairly uniform, but susceptibility to 
sulphadiazine varied over a wide range, and 6 of the 
strains were moderately resistant to it. The sensitivity 


to penicillin of the strains tested in this study was 
remarkably similar to that of 54 strains of meningococcus 
isolated and tested in 1945 (or earlier), suggesting that 
there has been no increase in resistance to this antibiotic 
‘during the past few years. 


Joyce Wright 


1467. Susceptibility of Recently Isolated Strains of 
Hemophilus influenzae to Eleven Antibiotics in vitro 
B. Det Love and M. FINLAND. Journal of Pediatrics 
[J. Pediat.) 45, 531-537, Nov., 1954. 1 fig., 13 refs. 


In a previous report Finland and Wilcox (Amer. J. 
clin. Path., 1950, 20, 335) gave an account of the sen- 
sitivity of 90 strains of Haemophilus influenzae to -7 
different antibiotics in vitro, the inhibitory concentra- 
tions of 6 of these antibiotics being remarkably similar 
in respect of this organism. 

In the present article the authors report the results of 
similar tests carried out at Boston City Hospital (Harvard 
Medical School) on 90 freshly isolated strains of H. in- 
fluenzae with the object of determining their susceptibility 
to recently introduced antibiotics and detecting any 
significant change in resistance to those antibiotics pre- 
viously tested, which have now been used widely for 
several years. 

On the whole the sensitivity of the recently isolated 
strains was similar to that of those isolated 5 years 
previously, with a possible slight trend towards increased: 
resistance to streptomycin, aureomycin, chloramphenicol, 
and polymyxin B. 

[Having been freely available in the U.S.A. for several 
years, the last three antibiotics have been used on a large 
scale for trivial complaints. The findings with regard 
to slight increases of resistance may not apply as yet in 
Great Britain. The authors’ present results confirm the 
findings of Franklin and Garrod and of Zinnemann in 
1953 that penicillin is the most active antibiotic against 
H. influenzae in vitro, followed closely by chloram- 
phenicol (Brit. med. J., 1953, 2, 1067 and 1069; Abstracts 
of World Medicine, 1954, 15, 408 and 379).] 

K. Zinnemann 
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1468. Treatment of Roundworm with Piperazine Citrate 
(** Antepar 

L. G. Goopwin and O. D. STANDEN. British Medical 
Journal (Brit. med. J.] 2, 1332-1333, Dec. 4, 1954. 7 refs. 


A field trial of piperazine citrate in the treatment of 
ascariasis in a highly endemic area in Tanganyika is 
reported in this paper from the Wellcome Laboratories 
of Tropical Medicine, London. A single dose of 
piperazine citrate, 2 to 3 g. according to body weight, was 
given to 39 infected school-children. In 37 cases a 
second stool examination was possible, when it was 
found that in 27 the stools were free from eggs. The 
dosage was not sufficient to remove all the worms, but 
most children passed parasites the morning after treat- 
ment. To 37 hospital patients with ascariasis 2 or 3 g. 
of piperazine citrate was given irrespective of body weight. 
No toxic symptoms were observed. In 8 out of 9 cases 
in which 3 g. was given the stool was free from eggs 5 days 
later, but of 19 in which 2 g. was given stools from only 
12 were free from eggs. Doses of 2 to 3 g. were also 
given to 29 infected inhabitants of a village. Most of 
these patients passed large numbers of worms, but 
stools were not examined after treatment. — 

Discussing their findings, the authors state that worms 
passed 24 hours after treatment were immobile, but 
recovered in a few hours when placed in Ringer’s 
solution and kept at 37°C. They also point out that 
since it is not known whether piperazine has any action 
upon embryonic forms of the worm in the tissues, it is 
possible that eggs might again be found in the stool on 
examination 8 weeks after treatment. As regards re- 
infection in an endemic area, the authors suggest that for 
the eradication of a focus of infection it would be 
advisable to treat the whole population at monthly 
intervals for at least 4 months.. 

Piperazine citrate did not appear to have any effect 
against infection with hookworm or Strongyloides. 

John Lorber 


1469. A Contribution to the Problem of Moniliasis. 
(Beitrag zum Problem der Moniliasis) 

J. KONRAD and A. WINKLER. Dermatologische Wochen- 
schrift [Derm. Wschr.] 131, 73-82, 1955. 9 figs., 34 refs. 


From the Dermatological Clinic of the University of 
Innsbruck the detailed case history is presented of a boy 
of 17 who had had oral thrush for over 16 years. 
Candida albicans was identified in smears taken from the 
lesions in the mouth and from several finger-nails, and 
numerous staphylococci were present in both cultures 
and smears. Biopsy of the tongue confirmed the pre- 
sence of both these organisms in close proximity, although 
fungus was also found alone in the deeper layers. 
Clinically, the lips were indurated to such an extent as 
to make opening of the mouth difficult and the tongue 
showed a leukoplakia-like appearance. The patient 


received penicillin for an intercurrent staphylococcal 
boil of the nose and within a few hours of the first 
injection experienced a very severe reaction, accompanied 
by oedema of the face, mouth, and larynx and fever. 
This condition cleared within a week and was followed 
by temporary disappearance of the white deposits from 
the mouth. 

The severe immediate reaction to penicillin was attri- 
buted to: sensitization of the patient to fungi. The 
constant finding of staphylococci and fungi together in 
cultures, smears, and biopsy specimens is thought to. 
point to a symbiosis of the two organisms, which is 
supported by the finding that in mixed cultures neither 
interfered with the growth of the ‘other. It is thought 
possible that the glycogen content of the fungi may have 
helped in the establishment of the staphylococcal infec- 
tion. G. W. Csonka 


SARCOIDOSIS 


1470. Skin Tests in Sarcoidosis 

D. G. James and A. D. THomson. Archives of the 
Middlesex Hospital [Arch. Middx Hosp.| 4, 263-270, 
Oct., 1954. 3 figs., 25 refs. 


The authors review the various skin tests that have 
been used in the diagnosis of sarcoidosis and describe 
their own experience of them. 

Discussing the Mantoux reaction, they confirm the 
relative insensitivity to tuberculin of the skin of patients 
with sarcoidosis, a negative response to a 1-in-100 
dilution being obtained in 14 out of 16 of their cases. 
They consider the estimation of tuberculin-neutralizing 
factor in serum to be an unreliable diagnostic procedure. 
They point out that the lack of response of the skin to 
various antigens in sarcoidosis is not restricted to tuber- 
culin, but is also found with pertussis antigen, mumps 
virus, and oidiomycin (Sones and Israel, Amn. intern. Med., 
1954, 40, 260; Abstracts of World Medicine, 1954, 16, 
189). The allergic skin response of the delayed (tuber- 
culin) type is impaired in sarcoidosis, but the immediate 
(histamine) type is normal. It is suggested that there is 
no skin anergy in the disease, but a failure either to 
produce or to transport cellular antibodies. With 
regard to the claim that has been made that cortisone 
enhances the Mantoux reaction, they failed to observe 
this action in 3 cases of sarcoidosis treated with 100 to 
150 mg. of cortisone daily. In their experience Mantoux 
conversion after B.C.G. vaccination is difficult to obtain; 
sometimes the lesion at the site of the inoculation shows 
the histological features of sarcoidosis. In 2 of their 
patients a simple injury to the skin led to the formation 
of sarcoid tissue at the site of healing. 

Finally, the authors discuss the Kveim test. This 
consists in the intradermal inoculation of a saline 
emulsion of sarcoid tissue. This antigen is similar to 
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the Frei antigen, which is used for the diagnosis of 
lymphogranuloma venereum, but this is not regarded 
as implying that sarcoidosis has a viral aetiology. A 
positive reaction shows as a dusky red papule after a 
few days which leaves a nodule for some months. 
Biopsy of this lesion reveals the characteristic histo- 
logical picture of sarcoidosis. The authors obtained a 
positive reaction to the Kveim test, confirmed histo- 
logically, in 12 out of 16 of their cases of sarcoidosis; 
the response in 47 controls (including tuberculous 
patients and healthy subjects) was negative. They are 
of the opinion that a diagnosis of sarcoidosis, to be 
satisfactory, should rest on histological proof. In the 
absence of conveniently accessible tissue, biopsy of the 
nodule remaining after a positive Kveim reaction is 
regarded as of great diagnostic value. 

Included in the paper is a useful table comparing the 
features of the allergic skin responses of the histamine 
and tuberculin types with those of the Kveim reaction. 

L. J. M. Laurent 


VIRUS INFECTIONS 


1471. The Severity of Poliomyelitis in Multiple-case 
Households 

C. I. Lerrwich and J. M. CHAPMAN. Public Health 
Reports (Publ. Hith Rep. (Wash.)] 69, 1079-1083, Nov., 
1954. 7 refs. 

The relative severity of the disease in the initial and 
subsequent cases of poliomyelitis occurring in the same 
household was studied by the authors, using the clinical 
records of patients admitted to the Los Angeles County 
General Hospital during the period 1948-52 as the main 
source of information. 

There were 82 well-documented instances of house- 
holds in which an initial case of the disease was followed 
by 1 to 3 subsequent cases. Approximately 40% of the 
patients were under 5 years old. In three-fifths of the 
subsequent cases the onset occurred within 4 days of the 
onset of the disease in the, original case, and in more 
than 95% it occurred within 2 weeks. Paralysis 
occurred more frequently in the initial case than in sub- 
sequent cases, the disease tending to be progressively 


milder as the interval between initial and subsequent: 


cases increased. D. Geraint James 
1472. Poliomyelitis Supervening in the Course of 
Whooping-cough. (Les poliomyélites survenant au cours 
des coqueluches) 

P. SEDALLIAN, L. GAILLARD, J. P. GARIN, and M. Gonon. 
Journal de médecine de Lyon [J. Méd. Lyon] 35, 875-883, 
Nov. 20, 1954. 19 refs. 


During the, months of July and August, 1953, the 
authors observed 5 cases in which poliomyelitis super- 
vened during the course of whooping-cough. In 3 of 
these cases, all in male infants 9 months old in the 4th 
week of whooping-cough, paralytic poliomyelitis de- 
veloped 23, 14, and 17 days respectively after admission 
to hospital. The paralysis in each case affected all 4 
limbs and showed no sign of regression after 2 months. 
The fourth patient, another male infant aged 9 months, 


INFECTIOUS DISEASES 


was admitted at an unknown stage of whooping-cough 
with paralysis of all 4 limbs of 8 days’ duration and had 
made but slight recovery after 2 months. The fifth 
patient, a 20-month-old boy, was admitted in the 3rd 
week of whooping-cough with weakness of the left leg: 
this patient made a partial recovery. The virus of polio- 
myelitis was not isolated in any of the cases, but the 
clinical course and examination of the cerebrospinal 
fluid left no doubt as to the diagnosis. Full case 
histories are given. 

The authors are of the opinion that an attack of 
whooping-cough can be a factor in determining the 
entrance of the poliomyelitis virus into the nervous 
system, no less than can physical exertion, trauma, 
tonsillectomy, and recent vaccinations or inoculation, 
and cite numerous references to the literature in sup- 
port of this view. As regards the cases in which polio- 
myelitis developed in hospital, they believe a hospital 
cross-infection was unlikely, partly because of its rarity 
and mainly because the infants were nursed in separate 
cubicles. They suggest that these 3 infants were sym- 
tomless carriers of the virus of poliomyelitis on admis- 
sion, and that the attack of whooping-cough facilitated 
diffusion of the virus throughout the central nervous 
system. 

(Whether or not whooping-cough predisposes the 
nervous system to invasion by the poliomyelitis virus, 
it is relevant to point out that the first three patients had 
received numerous injections of streptomycin in hospital 
before the onset of paralysis, and that these injections 
may have had some bearing on the development, loca- 
tion, and severity of the paralysis. Injections of peni- 
cillin given in hospital during a poliomyelitis epidemic 
—in the absence of whooping-cough—have been known 
to be followed by lasting paralysis in the injected limbs. 
This aspect of the question is not discussed by the 
authors.] L. J. M. Laurent ° 


Outbreak of Febrile Pharyngitis and Conjunc- 
tivitis Associated with Type 3 Adenoidal—Pharyngeal- 
Conjunctival Virus Infection 

R. H. Parrott, W. P. Rowe, R. J. Huesner, H. W. 


1473. 


BeRNTON, and N. B. McCuLtouGH. New "England 
Journal of Medicine [New Engl. J. Med.| 251, 1087- 
1090, Dec. 30, 1954. 2 figs., 3 refs. 


A small, well-defined epidemic of upper respiratory 
infection is described which involved 4 children and 
4 adults among the patients and staff of the Clinical 
Center at the National Institutes of Health, Bethesda, 
Maryland. The clinical features in order of frequency 
were pharyngitis, rhinitis, fever, cervical or submandi- 
bular lymphadenopathy, conjunctival inflammation, and 
hepatic tenderness. Antibiotics and sulphonamides 
failed to influence the course of the infection. 

A virus belonging to Type 3 of the adenoidal—pharyn- 
geal—conjunctival group recently identified by Kuebner 
et al. was isolated from nasopharyngeal or conjunctival 
swabs in 6 cases. Type-specific neutralizing antibodies 
appeared in the blood of 7 patients, and group-specific 
complement-fixing antibodies were found in rising titre 
in the blood in 5 cases. 
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[Further clinical and epidemiological studies are 
necessary before a precise causal relationship can be 
claimed between this new group of agents and the 
associated upper respiratory tract infections.] 

D. Geraint James 


1474. Neurological and Mental Complications of 
Rubella 

W. MitcHeLL and G. PAMPIGLIONE. Lancet [Lancet] 
2, 1250-1253, Dec. 18, 1954. 4 figs., 18 refs. 


A severe case of rubella with neurological complica- 
tions in a man of 45 is described. The patient fell ill 
4 days after his two children had developed the disease. 
Two days after the rash appeared he became semi- 
comatose and pyrexial. Periods of “‘ writhing excite- 
ment” and difficulty in feeding followed, together with 
a coarse tremor of the limbs and face at rest. The 
tendon reflexes were increased and the plantar responses 
extensor. He remained out of touch with his sur- 
roundings and doubly incontinent, with fear, perplexity, 
perseveration, and auditory and visual hallucinations 
until the sixth week, when hypertensive heart failure 
developed, after which he gradually improved. He was 
discharged well 2 months later, his only symptoms being 
euphoria which lasted a further 6 months, and ankle 
oedema lasting 9 months. Electroencephalography 
during the illness showed large rhythmic waves at 2 to 
4 per second which persisted until his discharge. 

The authors discuss the cause and pathology of the 
condition as reported in the literature, and conclude 
that despite the widespread changes in the central 
nervous system the condition is largely reversible. 

I. M. Librach 


1475. Mortality and Late Results of Infectious Hepatitis 
in Pregnant Women 

H. L. Frucut and J. Metcatre. New England Journal 
of Medicine [New Engl. J. Med.] 251, 1094-1096, Dec. 30, 
1954. 9 refs. 


All cases of infective hepatitis during pregnancy 
recorded at the Boston Lying-in Hospital during the 
past 18 years were reviewed and the patients examined, 
where possible, for evidence of persisting hepatic damage. 
Out of a total of 17 patients, 2 had died of the acute 
disease and 3 could not be traced; 11 of the remaining 
12 returned for clinical and biochemical study. None 
of these patients had symptoms of liver disease. The 
spleen was palpable in one case. The serum bilirubin 


level was above 1 mg. per 100 ml. in 5 cases, but the ° 


results of the “‘ bromsulphalein’’ retention and serum 
flocculation tests were normal in all cases. In 15 of the 
17 cases the infection had occurred during the last 
trimester of pregnancy. D. Geraint James 


1476. Electrocardiographic Changes during the Course 
of Measles 


M. GoupFiELb, N. H. Boyer, and L. WEINSTEIN. Journal 
of Pédiatrics [J. Pediat.] 46, 30-35, Jan., 1955. 14 refs. 


See also Pathology, Abstract 1433. 


BACTERIAL INFECTIONS 


1477. Modern Treatment of Scarlet Fever and the Anti- 
streptolysin Reaction. (Moderne Scharlachbehandlung 
und Antistreptolysinreaktion) 

K. SEELEMANN and H. NEUMANN. Deutsche medi- 
zinische Wochenschrift [Dtsch. med. Wschr.] 79, 1825- 
1837, Dec. 3, 1954. 2 figs., bibliography. 


In the authors’ experience the treatment of scarlet 
fever with penicillin reduces both the period of illness 
and the incidence of complications, but the rapid 
elimination of the causative streptococcus results in 
defective development of the immunity reactions. The 
effect of penicillin treatment on the serum antistreptolysin 
titre was examined in 242 children ranging in age from 
1 to 14 years in 5 Hamburg hospitals. All were suf- 
fering from scarlet fever. The children were divided 
into five groups as follows: (1) untreated cases; (2) early 
treatment with intramuscular injections of 100,000 to 
200,000 units of penicillin twice a day on the first three 
days of the disease; (3) treatment with the same dose of 
penicillin from the 4th to 8th days; (4) combined treat- 
ment with “‘ omnadin ”’ and penicillin; and (5) combined 
treatment with penicillin and scarlatinal antitoxin. In 
72% of the children in Group 1 there was an increase of 
the antistreptolysin titre up to 1,500 units followed by a 
decrease after the fifth week. In 60% of the cases in 
Group 2 and 73% in Group 3 no increase in titre was 
observed, while in Groups 4 and 5 a moderate increase 
only took place. Franz Heimann 


1478. The Results of Modern Curative Treatment of 
Whooping-cough. (Résultats du traitement curatif 
moderne de la coqueluche) 

P. SEDALLIAN, L. GAILLARD, and J. P. GARIN. Journal 
de médecine de Lyon [J. Méd. Lyon] 35, 885-890, Nov. 20, 
1954. 1 ref. 


The authors summarize the results of their treatment 
of 400 cases of whooping-cough admitted to a hospital 
in Lyons during the 6-year period 1948-54; the patients’ 
ages ranged from 0 to 12 years, but 203 of them were 
under 18 months of age. Of the total number, 198 
(49-5%) made a good recovery without complications, 
173 (43-5%) suffered from one or more complications, 
and 29 (7-:25%) died; the corrected mortality, however, 
omitting those who died within 24 hours of admission, 
was 5:5%. Mortality was closely related to age, the 
figures for various age groups being as follows: age 0 
to 6 months, 15:-4%; 6 to 12 months, 8-4%; 12 to 18 
months, 3-:7%; 18 to 24 months, 1-7%. There were no 
deaths among patients aged over 2 years. Tables show 
that the complications of bronchopneumonia, encepha- 
litis, and apnoeic attacks (which are all grouped under 
the common [curious] heading of ‘“ neuro-pulmonary 
syndrome ’’, the authors considering that they are the 
result of a common if obscure “* pathogenic mechanism ”’) 
occurred in 51 cases with 23 deaths; other complications 
included 4 cases of “ toxic syndrome ”’, all fatal, 54 cases 
of otitis media {an unusually high figure] with 14 deaths 
(13 in patients under 18 months of age), and 61 cases of 
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acute “‘ pneumopathy”’ with no deaths. [Pulmonary 
collapse, as such, is not mentioned; moreover, the total 
number of deaths shown in the tables appears to be 41, 
in contradiction of the figure of 29 given in the text.] 

In 38 cases treatment consisted in the administration 
of hyperimmune serum, both rabbit and human. When 
this was given in the first week of the paroxysmal stage 
complications were few (23%), but when given later 
complications were frequent (81%). Antibiotics such as 
streptomycin, chloramphenicol, aureomycin, and “ ter- 
ramycin ’’ (oxytetracycline) were also employed as they 
became available for clinical use during the period of 
study. The authors found no appreciable difference in 
their efficacy; on the whole they preferred streptomycin 
because of its ease of administration, good tolerance, 
and absence of side-effects. Sulphonamides or peni- 
cillin were often also employed for the treatment of 
secondary infections. Chloramphenicol suppositories 
were tried, but proved a failure. For patients under 
18 months of age the authors recommend antibiotic 
treatment as early as possible and for not less than 15 
days; they found that when these drugs were given after 
the 2nd week, they had very little effect, but when given 
early, they seemed to destroy. the causal organism before 
it could prepare the soil for secondary invaders, and thus 
they. believe complications were often prevented. For 
patients over 18 months they prefer to give antibiotics 


only when complications are already present, the choice . 


of drug being guided either by sensitivity tests or by a 
process of trial and error. They are unable to give an 
opinion on the abortive treatment of whooping-cough by 
means of either hyperimmune serum or antibiotics, as 
nearly all their patients came under observation at too 
late a stage for such treatment L. J. M. Laurent 


1479. Salmonella cholerae suis. A Clinical and Epi- 
demiological Evaluation of 329 Infections Identified 
between 1940 and 1954 in the New York Salmonella 
Center 

I. SAPHRA and M. WASSERMANN. American Journal of 
the Medical Sciences [|Amer. J. med. Sci.] 228, 525-533, 


Nov., 1954. 1 fig., 14 refs. 


The authors have examined, at the New York Sal- 
monella Center, 329 cultures of Salmonella choleraesuis 
(including 10 of S. hirschfeldii and one of S. typhisuis) 
received at the Center during the period 1940-54; most 
of these organisms had been isolated in the U.S.A. 
Replies to a questionary regarding the source of isolation 


and the age, sex, clinical history, and epidemiological in-— 


formation in respect of each patient showed that 163 of 
the patients had had septicaemia, 43 abscesses or other 
types of focal inflammation (including 11 cases of osteo- 
myelitis and 8 of osteoarthritis), 7 meningitis, and 32 the 
clinical features of pneumonia; there were only 53 cases 
of gastroenteritis. The remaining cases included 10 of 
renal infection, 10 of subacute bacterial endocarditis, 
7 of meningitis, and small numbers of other conditions. 
S. choleraesuis had been isolated from the blood in 205 
cases, from the sputum, pus, exudate, or spinal fluid 
in 88, from the urine in 10, and from the faeces in only 26. 
Only 3 healthy carriers were encountered. 


INFECTIOUS DISEASES 


A comparison was then made of these 329 infections 
due to S. choleraesuis with 400 consecutive infections 
with other Salmonella types (300 due to S. typhimurium 
or S. oranienburg and 100 to S. anatis). For infections 
with S. choleraesuis the mortality was 21%, the carrier 
rate less than 1%, and the ratio of males to females 
2 to 1; for infections with the other Salmonella types 
these figures were: mortality 2 to 4-7%, carrier rate 
9 to 33%, and sex ratio approximately equal. The peak 
of S. choleraesuis infections was reached in March and 
the lowest incidence in October; in the other months 
of the year the incidence remained fairly constant. An 
analysis of 4,000 consecutive human infections for the 
period 1939-51 with common Salmonella types (excluding 
S. typhi and cases from military sources) showed that 
S. choleraesuis (7:2%) took Sth place in frequency, 
following S. typhimurium (36-5%), S. newport (10-8%), 
S. oranienburg (8-8%), and S. montevideo (7-5%). Agglu- 
tinins against O and H antigens of S. choleraesuis were 
found in the serum of many of the patients, and it is 
suggested that these may be of value in the diagnosis of 
cases of “ pyrexia of unknown origin ’’. 

Joyce Wright 


1480. Nitrogen Balance in Young Children with Dysen- 
tery, (Bananc asora y Mnagquiero 
Bospacta) 

V. N. Orrrserova and A. A, LopakHa. /7eduampua 
[Pediatriya] 65-69, No. 6, Nov.—Dec., 1954. 1 fig. 


Observations on nitrogen metabolism were made at 
the Leningrad Paediatric Medical Institute on 12 children 
with bacillary dysentery, 7 of whom were less than 3 
years old and 5 between 3 and 7. In 10 cases a positive 
bacterial diagnosis was made (6 Flexner type, 4 Sonne 
type). The nitrogen balance was determined at the 
following stages of the illness: (1) acute stage (Ist week 
of illness); (2) stage of general improvement (about the 
3td week); and (3) convalescence (4th to Sth week). 
Measurements were made of the total nitrogen con- 
tent of the ingested food and of the faeces (Kjeldahl’s 
method), and of the total urinary content of urea (Foss’s 
method), creatinine (Folin’s method), and amino-acid 
nitrogen. 

In Stage 1 there was a considerable nitrogen deficit, 
increasing with the severity of the illness and amounting 
to a loss of 4 to 10 g. of nitrogen over a 3-day period 
of observation (equivalent to a daily loss of 10 to 20g 
of protein). At the same time there was a significant 
decrease in the total urinary nitrogen content, a diminu- 
tion in the proportion of urea, and an increase in those 
of ammonia, amino-acid nitrogen, and creatinine in the 
urine. In Stage 2 there was an abrupt change froma 
negative to a positive nitrogen balance, and in Stage 3 


the positive nitrogen balance was still greater. The 


normal valie in children for the ratio between the 
urinary and faecal nitrogen content is approximately 6. 
In Stages 1, 2, and 3 the ratios were 11, 13 to 14, and 
15 to 17 respectively. 

It is concluded that the chief factor determining the 
return to a positive nitrogen balance is the amount of 
protein food in the diet. E. D. Fox 
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1481. Risk of Developing Tuberculosis among Children 
of Tuberculous Parents 

L. D. ZemperG, A. DILLON, and R. S. Gass. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 70, 1009- 
1019, Dec., 1954. 4 figs.; 1 ref, 


The authors have investigated the incidence of tuber- 
culosis among 733 white children of tuberculous parents 
in Williamson County, Tennessee, basing their findings 
on data collected over 22 years, some being derived from 
direct observation of the children, the remainder based 
on historical information obtained from physicians’ 
medical notes and official death records. Among these 
children the attack rate was 3-3 per 1,000 person-years, 
compared with a rate of 1-8 among children with no 
contact with cases of active tuberculosis. The largest 
number of new cases occurred among persons with the 
longest household exposure, among whom the highest 
attack rates were in males less than 5 years of age and 
in females in the 15-24 age group. Children exposed 
at birth or during the first year of life showed a high 
probability of developing the disease immediately, this 
being 6°6 per 100 for the first year. When exposure 
first occurred between the ages of one and 14 the disease 
usually did not become manifest until the age of 15 to 
24 years; but if first exposure was at age 15 or later the 


incubation was short and the disease developed rapidly. 
The authors stress that the periodic examination of 
children should not cease after their removal frdm a 
tuberculous household, this precaution applying especi- 
ally to females after the age of 15 years. 
I. M. Librach 


1482. Obesity and Isolated Neurological Syndromes in 
the Course of Tuberculosis. (Obésités et syndromes 
neurologiques parcellaires au cours de la tuberculose) 


—. PIERRE-BOURGEOIS, —. Vic-DuPoNT, and M. K. | 


CARAMANIAN. Revue de la tuberculose [Rev. Tuberc. 
(Paris)] 18, 1029-1049, 1954. 42 refs. 


The authors discuss the occurrence of obesity and of 
isolated neurological syndromes, other than tuber- 
culoma and meningitis, during the course of tuberculosis. 
Two cases of obesity which developed during treatment 
for meningitis are described, both of which were charac- 
terized by diffuse obesity of the limbs and trunk, mental 
apathy, lethargy, and excessive appetite. Treatment for 
the meningitis had been ineffectual, in one case because 
the patient defaulted, and in the other in spite of the 
intramuscular and intrathecal injection of streptomycin. 
The authors have no personal experience of. obesity in 
Primary tuberculous infection, but couse 16 cases 
recently described in the literature. 

In regard to the. aetiology of the obesity the authors 
dismiss over-feeding, excessive bed rest, and a hereditary 
Predisposition as contributory causes, suggesting rather 
that the most probable cause is an inflammatory process 


in the region of the diencephalon or a tuberculous 
meningodiencephalitis. The form occurring in the 
course of a primary infection is said to be of good 
prognosis and as a rule regresses spontaneously. In 
that due to meningitis the outlook is worse, and intensive 
treatment supplemented by surgery, which should be of 
a minor nature such as injection of air into the thecal 
space, is indicated. In this connexion the authors com- 
ment on the possible risks of the intrathecal administra- 
tion of streptomycin, and also of indwelling intra- 
ventricular or intracisternal tubes as factors predisposing 
to diencephalitis. 

The authors have also encountered 8 tuberculous 
patients with neurological syndromes, 2 of these being 
men aged 30 and 33 respectively, 5 men in their early © 
fifties, and one a woman aged 30. In all of these cases 
the cerebrospinal fluid and retinae were normal; 3 of 
them were at first regarded as neurological cases and only 
subsequently was tuberculosis diagnosed. In one there 
was cerebellar ataxia, in one retention of urine with a 
right pyramidal lesion, and in one speech defects and 
dysmetria. Of the 5 others, which were known cases 
of tuberculosis of the lungs or skin, 3 suffered from major 
fits and 2 exhibited cerebellar symptoms. 

The authors conclude that these neurological compli- 
cations are due to haematogenous dissemination of the 
disease within the neuraxis, but in the absence of adequate 
post-mortem studies they are unable to describe the 
exact pathological picture. Unless prompt anti- 
tuberculous treatment is given death is inevitable, but 
the lesions quickly regress on administration of strepto- 
mycin, PAS, and isoniazid, of which full and prolonged 
dosage is essential. In all cases frequent examination 
of the cerebrospinal fluid, in order to detect any involve- 
ment of the meninges, is recommended. 

I. M. Librach 


PROPHYLAXIS 


1483. Preliminary Note on Intensive Vaccination by the 
Oral Route in Infants and Young Children. The Simul- 


. taneous B.C.G. Test. (Note préliminaire sur la vaccina- 


tion intensive par voie buccale chez le nourrisson et 
l’enfant du premier age. Le B.C.G. test d’accompagne- 
ment) 
E. BERNARD, C. DecAM, —. RAMEAU, and —. BOUVRAIN. 
Revue de la tuberculose [Rev. Tuberc. (Paris) 18, 661-667, 
1954. 

This paper describes the results of vaccination with 
B.C.G. given by mouth in 45 infants aged between 2 
months and 34 years. The dried vaccine supplied by 
the Pasteur Institute was given suspended in glucose- 
saline, the mouth and pharynx being subsequently 
syringed. The dosage varied between a single dose of 
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50 mg. and 3 doses of 100 mg. Where more than one 
dose was given the interval between doses was generally 
2 weeks. In addition to intradermal and patch tests 
with tuberculin, a B.C.G. test was used to. assess the 
results. This consisted in the intradermal injection of a 
minute quantity of killed vaccine at the same time as 
the oral dose was given, a reaction occurring at the site 
of inoculation in positive cases similar to that obtained 
with intradermal live vaccine. (This test is to be de- 
scribed in detail elsewhere.) 

Allergy developed in 9 or 10 weeks in the children 
vaccinated with the smallest doses, and in 4 to 6 weeks 
in those given the largest doses. The reaction to tuber- 
culin was slight in all cases, and did not increase with 
increasing total dosage beyond 150 mg. of vaccine. 
There were no complications. A pulmonary shadow 
which cleared without treatment was observed in one 
case on routine radiography... - T. M. Pollock 


1484. Oral Vaccination against Tuberculosis in Allergic 
Subjects. (Vaccination antituberculeuse par voie diges- 
tive chez les sujets allergiques) 

C. GERNEZ-RieEux, A. BRETON, A. TACQUET, A. GERARD, 
M. Fare, and —. Prat. Revue de la tuberculose (Rev. 
Tuberc. (Paris)] 18, 677-700, 1954. 10 figs., 38 refs. 


This paper is in two parts, the first of which describes 
experiments carried out on guinea-pigs and mice, and 
also on human subjects, to determine whether B.C.G. 
organisms can be absorbed from the alimentary canal of 
allergic subjects. A group of 53 guinea-pigs not pre- 
viously infected were given B.C.G. by stomach tube and 
killed at intervals up to 9 hours later and the organs 
examined for tubercle bacilli, Another group of 12 
guinea-pigs previously made allergic by B.C.G. vac- 
cination were given B.C.G. of a streptomycin-resistant 
strain and similarly examined. In the non-allergic 
animals it was possible to demonstrate the bacilli in 
various organs as early as 45 minutes after ingestion, 
but the number of positive cultures obtained during the 
9-hour period was small compared with the large number 
ingested. Absorption of the bacilli appeared to be 
greatest between 2 and 7 hours after ingestion. In only 
2 of the allergic animals, both killed 24 hours after 
ingestion of B.C.G., were cultures of the organs positive. 
Similar experiments were carried out on allergic-and 
non-allergic mice with B.C.G. labelled with radioactive 
phosphorus, the animals being killed 5 hours after its 
ingestion. Radioactivity was detected in the organs of 
both groups of mice, but to a lesser extent in the allergic 
group. The significance of this finding is uncertain. 
Finally, B.C.G. was given by mouth to 8 human subjects 
18 hours before undergoing pneumonectomy or lobec- 
tomy for non-tuberculous conditions and to 3 patients 
in the last stages of cancer. All these subjects gave a 
positive tuberculin reaction. No organisms were re- 
covered from the lungs or lymph nodes at operation or 
at necropsy, although living bacilli were found in the 
intestine. 

The second part of the paper describes the results of 
treating infants with primary tuberculosis and adults 
suffering from pulmonary tuberculosis with large doses 


of B.C.G. given by mouth. The infants were divided 
into three groups: (1) 21 who were treated with both 
B.C.G. and chemotherapeutic agents (streptomycin, PAS, 
and isoniazid); (2) 51 who were treated with the latter 
agents alone; and (3) 44 who were given B.C.G. alone 
(in 9 cases after chemotherapy had been tried unsuccess- 
fully). It was concluded that the vaccine assisted in 
clearing the pulmonary lesions, the effect being most 
clearly seen in the third group. No aggravation or dis- 
semination of the lesions was observed in children treated 
with B.C.G., whereas extrapulmonary lesions were 
observed to develop during treatment in 3-:2% of 250 
children given chemotherapy alone. 

Among the 25 adults treated with B.C.G., improve- 
ment in the pulmonary lesions was observed in one case 
only. T. M. Pollock 


1485. Practical Experience with BCG and the Vole 
Bacillus in Renfrewshire 

H. W. O. Frew. Tubercle (Tubercle (Lond.)| 35, 271- 
287, Nov., 1954. 


The results of 4 years’ experience of vaccination of 
tuberculosis contacts, nurses, and school-leavers with 
B.C.G. (State Serum Institute, Copenhagen) and with 
vaccines prepared from the vole bacillus in an area with 
a fairly high incidence of tuberculosis are reported. 
Conversion of the tuberculin reaction occurred more 
rapidly (93% after 3 weeks) with B.C.G. than with vole 
bacillus vaccine (66% after 3 weeks), but after 8 to 12 
weeks the rates with both vaccines were nearly 100%. 
There were indications, however—in particular, a lower 
reversion rate and a higher proportion of positive re- 
actions to 10 units of old tuberculin—that the vole 
bacillus vaccine was the more active in inducing allergy. 

Early reactions to the vole bacillus vaccine were severe, 
but healing was satisfactory. A late reactive induration 
of lupoid character was, however, observed with multiple- 
puncture vole bacillus vaccination, and further investiga- 


tion of this phenomenon is considered desirable before . 


the vaccine is employed on more than an experimental 
basis. R. Crawford 


RESPIRATORY TUBERCULOSIS 


1486. The Management of Cases of Pulmonary Tuber- 
culosis Subjected to Cautery of Adhesions 
G. S. Erwin. Tubercle [Tubercle (Lond.)] 35, 302-309, 


Dec., 1954. 16 refs. 


A‘comprehensive and detailed account is given of 
experience at the Liverpool Hospital, Frodsham, 
Cheshire, of various antibiotics in the treatment of 
patients with pulmonary tuberculosis who had _ been 
subjected to cautery of adhesions. Not only did the 
author perform the operation in each case but, as 
Physician Superintendent of the hospital, he was able 
to ensure that the general technique and the management 
of cases were constant. There was no essential variation 
in the type of case admitted to the hospital and subjected 
to operation. [The original paper should be consulted 
for the careful details of the dosage of the drugs used 
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and the clinical methods employed, but the results can 
be judged from the following summaries.] . 

When the results obtained in a series of 128 cases 
treated in 1951-2 with streptomycin and PAS (variéd in 
some instances by instillation of isoniazid) were com- 
pared with those obtained in a control group of 101 
cases treated in 1948-9 by aspiration and lavage it was 
found that the use of antibiotics reduced the extent of 
effusion by four-fifths—that is, from an average of 18-7 oz. 
(530 ml.) per case in the earlier series to 4-2 oz. (120 mi.) 
per case in 1951-2. Comparison of the results obtained 
in another series of 567 cases treated without antibiotics 
in 1942-50 with those obtained in 564 cases treated 


' during the period 1951-4 showed that the incidence of 


empyema fell from 3% to nil. 

The author discusses the value of posture and of 
instillation of streptokinase-streptodornase in the treat- 
ment of pleural fibrosis and the incidence of absorption 
collapse in his cases. For the control of postoperative 
vomiting promethazine-8-chlorotheophyllinate, 25 mg. 
by mouth (with vitamin-B complex) given 14 hours 
before the operation was found to be the most effective 
drug. 

[This paper covers more than the title suggests and 
contains a wealth of information for all interested in 
pneumothorax therapy.] R. J. Matthews 


1487. Intravenous Infusions of PAS in Pulmonary Tuber- 
culosis. (Intravendse PAS-Infusionen bei Lungentuber- 
kulose) 

R. HAIZMANN and A. Hecut. Beitrdge zur Klinik der 
Tuberkulose und _ spezifischen Tuberkulose-Forschung 
[Beitr. Klin. Tuberk.] 112, 435-445, 1954. 2 figs., 
bibliography. 


As the oral administration of PAS, alone or in asso- 
ciation with other drugs, in cases of pulmonary tuber- 
culosis does not always result in a satisfactory improve- 
ment, the authors have tried the effect of giving the drug 
by intravenous infusion in order to increase its con- 
centration in the blood. They report their experience 
with this method in 69 cases at the Rohrbach Tuber- 
culosis Hospital, Heidelberg, a total of 3,984 intravenous 
infusions having been given. The sodium salt of PAS 
was used in concentrations varying from 2-4 to 6-85%, 
the 2-4°%% solution being given for the first few days to 
test the patient’s tolerance, and subsequent dosage being 
dependent upon the extent of the tuberculous process. 
Treatment was given daily for 5-day periods with 


intervals of 2 days, a total of 30 infusions being followed . 


by an interval of 8 to 10 days. Isoniazid or sometimes 
Streptomycin was given simultaneously. Thrombo- 
phlebitis developed in 4 cases, and there was occasion- 
ally an increase of temperature. The influence of the 
treatment on mineral metabolism and the prothrombin 
content of the blood was investigated in 50 cases. In 
none was any significant degree of hypopotassaemia 
found, nor were there any of its clinical manifestations. 
The prothrombin time, as determined by the one-stage 
method of Quick at 7-day intervals, was increased in 
about one-third of the cases.tested, but only one patient 
had a haemoptysis (after the 27th infusion). One 
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advantage of this infusion therapy is that the patient 
is forced to stay in bed. 

[Little is said concerning the effect of the treatment 
on the course of the tuberculosis.] 


Franz Heimann 


1488. Combined Chemotherapy in Chronic Pulmonary 
Tuberculosis. (Kombinierte Chemotherapie bei chro- 
nischen Lungentuberkulosen) 

R. HAIzMANn. Tuberkulosearzt [Tuberkulosearzt] 8, 


‘723-734, Dec., 1954. Bibliography. 


‘The author reports, from the Tuberculosis Hospital, 
Heidelberg—Rohrbach, the results of clinical trials with 
various antituberculous drugs given in combination in 
the treatment of 191 patients suffering from chronic 
bilateral pulmonary tuberculosis. The patients were 
divided into 4 groups: (1) 50 patients were given “* con- 
teben ’’ (thiacetazone) and PAS; (2) 75 isoniazid, con- 
teben, and PAS; (3) 31 streptomycin, conteben, and 
PAS; and (4) 35 received all four drugs. Progress was 
assessed from changes in body temperature, erythro- 
cyte sedimentation rate, sputum conversion, blood count, 
and body weight. In most cases the period of treatnient 
was between 3 and 6 months. 

In the four treatment groups the proportions of patients 
improved were 28%, 53%, 25%, and 62-9% respectively, 
the proportion rising notably in Groups 2 and 4 with 
the addition of isoniazid. The figures for those showing 
radiological improvement were less satisfactory, being 
only 4%, 10-7%, 65%, and 14-4% respectively. The 
author concludes that in the chronic forms of pulmonary 
tuberculosis chemotherapy is not very greatly superior 
to conservative and operative treatment, but in some cases 
all three methods may have to be considered. 

Franz Heimann 


1489. Langhans’ Giant Cells and Tubercle Bacilli in 91 
Pulmonary Tuberculous Lesions Resected after Prolonged 
Combined Chemotherapy 

D. Gotp and W. H. HALL. Diseases of the Chest [Dis. 
Chest] 26, 640-645, Dec., 1954. 13 refs. 


A good correlation has recently been observed between 
the viability of tubercle bacilli in pulmonary tuberculous 
lesions and the histological evidence of activity. In this 
paper from the Veterans Administration Hospital and 
University of Minnesota, Minneapolis, the authors 
examine the correlation between the relative number of 
Langhans’ giant cells present in 91 small, localized, non- 
cavitary pulmonary tuberculous lesions and the results 
of bacteriological examination of these lesions. The 
specimens did not exceed 25 cm. in diameter, and were 
classified as Group I if paraffin sections of the diseased 
tissue contained not more than one Langhans’ giant 
cell in each entire paraffin section, and as Group II if 
more than this number of giant cells were present. 

It was found that 19 specimens could be classified as 
Group I; none of them contained viable tubercle bacilli 
although smears of 9 (47%) contained acid-fast bacilli. 
Of the 72 specimens in Group II, 26 (31%) contained 
viable tubercle bacilli, while smears of 47 (65%) contained 
acid-fast bacilli. In this group there was no significant 
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correlation between the relative number of giant cells 
present and the frequency of bacillary viability. The 
average duration of chemotherapy in those cases in which 
the lesions contained non-viable bacilli (189 days) was 
longer than in those where the lesions contained viable 
bacilli (121 days). 

The number of organisms in a lesion per se did not 
appear to be the sole factor governing the relative number 
of Langhans’ giant cells present, and the authors suggest 
that the absence of giant cells within a localized tuber- 
culous nodule is related to the inability of the acid-fast 
bacilli within that nodule to multiply. A. Ackroyd 


1490. Tuberculous Pericarditis: the Effect of Strepto- 
mycin 

J. H. ScHAgFFER. Diseases of the Chest [{Dis. Chest] 
26, 634-639, Dec., 1954. 9 refs. 


The author reports the results of streptomycin therapy 
in 13 patients with tuberculous pericarditis at the Sunny 
Acres and Cleveland City Hospitals, Cleveland, Ohio. 
The presence of an effusion was demonstrated by aspira- 
tion in 10 cases and by fluoroscopy and changes in serial 
chest radiographs in 3. Tubercle bacilli were isolated 
from the fluid in only 2 cases, a tuberculous aetiology 
being assumed in the remainder because of associated 
tuberculous lesions; in 2 cases there was no bacterio- 
logical evidence of tuberculous infection. Associated 
lesions included pulmonary involvement, tuberculo- 
silicosis, miliary tuberculosis, pleural effusion, cervical 
and mediastinal lymphadenitis, and tuberculous epi- 
dydimitis. - All the patients received streptomycin, 8 


being given PAS in addition; only one received iso- 


niazid. The duration of treatment varied from one 
month to 2 years. 

Four of the patients died within 2 years of the onset 
of pericarditis, while 9 were alive 13 months to 6 years 
afterwards. Of the 9 survivors, 8 were re-examined; 

2 had developed constrictive pericarditis and 6 were well. 
_ The cause of death in 2 of the fatal cases was constric- 
tive pericarditis and cardiac failure, and in one tuber- 
culous meningitis; the fourth patient died during an un- 
successful attempt at paracentesis. The author suggests 
that streptomycin shortens the course of tuberculous 
pericarditis, lessens the incidence of constriction, and 
decreases the mortality from co-existent forms of tuber- 
culosis. L. Capper 


1491. The After-history of Pulmonary Tuberculosis. 
IV. Far Advanced Tuberculosis 


D. W. ALLING, N. S. Lincoin, and E. B. Boswortu. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
70, 995-1008, Déc., 1954. 5 figs:, 20 refs. 


The authors report the results of a study of the clinical 
course of 224 patients (148 male and 76 female) with 
far advanced tuberculosis who came under observation 
at the Biggs Memorial Hospital, Ithaca, New York, 
during the period 1938-48; the mean duration of 
symptoms before diagnosis was 9 months, and the period 
of follow-up extended to the end of 1951. 

More than one-quarter (62) of the patients died during 
the first 6 months following diagnosis, and almost two- 
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fifths (88) died during the first year. Comparison of 
remission rates with those in 96 cases of active minimal 
disease showed that in patients with far advanced 
disease the remission rate was considerably lower. The 
influence of age, sex, and cavity size on the clinical 
outcome was also assessed using the 3-year case-fatality 
rate as the index of survival since by then 80% of expected 
deaths had occurred. Neither sex nor cavity size appeared 
to influence mortality, but age was found to do so pro- 
foundly in that elderly persons had a rate more than 
twice that of persons aged under 40. Age, however, 
affected the frequency of relapse only in so far as it 
affected the choice of treatment. 

The authors conclude that far advanced tuberculosis 
makes the largest contribution to mortality from the 
disease, and the major portion of this contribution occurs 
in the first few years after diagnosis; a change in the 
incidence of far advanced disease would therefore 
markedly influence total tuberculosis mortality. Finally, 
in commenting on the higher age at diagnosis as com- 
pared with 15 years ago, they suggest that this may be 
due either to a-reservoir of smouldering cases of sub- 
clinical tuberculosis which, by relapse, give rise to annual 
crops of far advanced tuberculosis in older persons, or 
to a not too remote re-infection or first infection. What- 
ever the reason, the falling incidence of far advanced 
disease and the rising age at diagnosis can be ascribed 
to a common cause—namely, a decline in the level of 
contagion and therefore of laine 

I. M. Librach 


1492. Frequency of Tuberculosis of Larynx and Bowel. 
(Uacrota Ty6epKynesa TyOepKyniesa 
ropTaHH (No BCKPbITHA)) 

S. E. Nezun. Kaunuyecxan Meduyuna Med. 
(Mosk.)] 32, 25-28, Dec., 1954. 


The tendency of pulmonary tuberculosis to give rise 
to infection of the larynx and intestine has in the past 
been a complicating factor in the treatment of this 
disease. As a result of modern treatment with strepto- 
mycin, PAS, and other chemotherapeutic agents, not 
only has the absolute number of cases of such spread 
of the infection fallen, but there has also been a diminu- 
tion in the proportion of fatal cases in which these 
complications have occurred. 

The author, basing his figures on the findings in 3,338 
necropsies on patients dying from pulmonary tuber- 
culosis during the period 1936-53 (excluding the war 
years), reports a decrease in the incidence of tuber- 
culous ulceration of the bowel from 64:2% in the pre- 
war years to 5-9% in 1953, and of ulceration in the upper 
respiratory tract from 38-2% to 8% during the same 
period. Taking for comparison the two years 1945 
and 1953 and confining himself to fibro-caseous forms 
of tuberculosis, he shows that the figures for intestinal 
tuberculosis were 63-6% and 4-6% respectively, and for 
ulceration of the upper respiratory tract 39-4% and 6-1% 
respectively. The fall has been most noticeable since 
1950, when treatment with streptomycin, PAS, and 
phthybasid became the recognized treatment of 
tuberculosis in the U.S.S.R. L. Firman-Edwards 
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Venereal Diseases 


1493. Intramuscular Chloramphenicol in Out-patient 
Treatment of Venereal Disease — 

C. E. Woop, S. OLANsKy, and W. F. EDMUNDSON. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph. (Chicago)] 70, 625-630, Nov., 1954. 11 refs. 


In a study of the suitability of chloramphenicol for 
the out-patient treatment of venereal diseases the authors 
gave intramuscular injections of 4 g. of the antibiotic 
suspended in saline or water at intervals of 2 or 3 days. 
Throughout the study no case of intolerance to the drug 
was noted. Results were as follows. 

Of 24 cases of granuloma inguinale given a total dose 


of 12 to 16 g. of chloramphenicol, success was obtained’ 


in 23, the average healing time being 13 days. Of 36 
cases of chancroid, one injection of 4 g. of chloram- 
phenicol was sufficient to clear the lesion in 20, the 
remainder requiring 2 or 3 further doses before this was 
achieved. The average healing time in this series was 
12:2 days. Of 18 cases of lymphogranuloma venereum 
treated, 17 were cured within 11 days after a total dose 
of 12 g. of chloramphenicol had been given. Even 
better results were obtained, however, in 15 additional 
cases of this disease given aureomycin. A total of 38 
cases of non-gonococcal urethritis were also treated 
with chloramphenicol, but with less good results than 
in the other groups. 

[The treatment described appears to be suitable for 
out-patient use in cases of lymphogranuloma venereum 
and granuloma inguinale, but to have no advantages 


over other methods in chancroid and non-gonococcal ~ 


urethritis. ] Robert Lees 
1494. Studies on the Prophylactic Effect of Locally 
Applied Antibiotics in Experimental Syphilis 

O. R. Aavik. Journal of Investigative Dermatology [J. 
invest. Derm.] 23, 497-501, Dec:, 1954. 3 refs. 


Working at the University of Chicago, the author 
carried out a series of experiments on adult male rabbits 
to determine the potential prophylactic value of certain 
antibiotic ointments applied locally against syphilis. 
After mild local trauma to the prepuce, pledgets of cotton 
wool soaked in a suspension of the Nichols: strain of 
Treponema pallidum were inserted into the preputial sac 


for 3 hours, the prophylactic preparation under trial - 


being applied to the infected area immediately after- 
wards or after an unspecified interval in groups of 3 or 
4 rabbits, while 3 control animals were similarly treated 
with “ vaseline ’’ and 3 were left untreated, all animals 
being inspected every 2 or 3 days thereafter. This pro- 
cedure resulted in the development of typical chancres 
on the prepuce or glans penis in 96% of control animals 
in 24 to 63 days, and examination of serum from the 
lesions by dark-ground microscopy confirmed the diag- 
nosis. The following antibiotics in ointment form were 
tested: oxytetracycline, aureomycin, erythromycin, peni- 
cillin, neomycin, and bacitracin. Calomel ointment, 


U.S.P., and an antiseptic liquid soap containing hexa- . 
chlorophene were similarly tested. Only penicillin had 
a satisfactory prophylactic effect, none of the rabbits 
treated with this antibiotic developing a chancre, whereas 
only occasional protection was afforded by some of the 
other applications. 

In discussing these findings, the author admits that 
his study is'of limited value only, and that the prevention 
of .a clinically visible local lesion with penicillin or any 
other drug does not preclude the possibility of general 
infection. Moreover, the number of animals used was 
far too small to allow any valid conclusions to be drawn 
concerning even the local protective effect of penicillin, 
although the lack of such effect with the other pre- 
parations was adequately demonstrated. 

R. S. Morton 


1495. Cardiovascular System Syphilis 

S. A. M. Jounson, G. T. JANSEN, and H. H. SHAPIRO. 
Archives of Dermatology and Syphilology {Arch. Derm. 
Syph. (Chicago)] 70, 799-802, Dec., 1954. 16 refs.: 


A short report is presented from the University of 
Wisconsin Medical School on the survival and the 
clinical and serological changes observed among 19 © 
patients who were treated for cardiovascular syphilis 
with 4,008,000 units of aqueous benzylpenicillin 5 or 
more years ago. The prognostic value of various clinical 


tests is also discussed. 


Of the 10 patients who had died, 5 were suffering from 
aortic aneurysm, their average survival period being 
53 months after the onset of symptoms and 23-5 months 
after completion of treatment; the corresponding average 
survival periods for 4 patients with aortic insufficiency 
were 74 months and 22 months respectively, while the 
tenth patient, who was suffering from both aortic 
aneurysm and aortic insufficiency, survived for 74 
months after the onset of symptoms and 44 months 
after treatment. Of the 9 surviving patients, 2 needed 
another course of penicillin, one on account of accom- 
panying neurosyphilis and the other because the con- 
dition of his heart had deteriorated. Of the 11 patients 
whose cerebrospinal fluid had shown pathological — 
changes, 6 were still alive, and in only 3 of them had the 
fluid shown signs of improvement. 

It is concluded from this series that radiological and 
electrocardiographic indications of left ventricular hyper-— 
trophy are prognostically not unfavourable in cases of 
cardiovascular syphilis, nor does the presence of severe: 
hypertension appear to shorten the survival period. Of 
all the available tests of cardiac function, only the 
orthodiagram and the functional capacity test are con- 
sidered to be of prognostic value in this condition. 
The authors also conclude that the results of treatment 
of cardiovascular syphilis with penicillin are no better 
than those obtained with arsenic and heavy metals, and 
that doses up to 10 mega units should probably be given. 
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[It is to be doubted whether such far-reaching con- 
clusions can be drawn from observations ‘on so small a 
series. ] A. Fessler 


1496. Congenital Syphilis in the Absence of Demon- 
strable Infection of the Parents. (Angeborene Syphilis 
bei nicht nachweisbarer Syphilis der Eltern) 

R. FRUHWALD. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten (Z. Haut- u. GeschlKr.] 17, 345-346, Dec. 1, 
1954. 


The author reports from the Municipal Skin Clinic, 
Zwickau, Germany, the case of a woman in whom the 
Wassermann reaction was negative during pregnancy 
and who showed no signs of acquired or congenital 
syphilis, and yet gave birth to an infant who developed 
a syphilitic rash at the age of one month and died a 
few days later. Post-mortem examination of the child 
showed the presence of syphilitic interstitial hepatitis 
and myocarditis. The mother had had two previous 
pregnancies during both of which serological tests were 
negative, but on each occasion the infant died shortly 
after birth without a certain diagnosis having been 
reached. 

The father had submitted to serological and clinical 
examination for syphilis after the death of his first child, 
with entirely negative results. The tests were repeated 
on both parents after the death of the third child and gave 
doubtfully positive results in each case. Complete 
clinical examination, including testing of the cerebro- 
spinal fluid, was negative for syphilis, and the mildly 
positive serological test results reverted to negative 
within 3 months [but it is not made clear whether this 
was in response to the antisyphilitic treatment which 
was given to both parents some time after the death of 
the third child]. It is concluded that after any neonatal 
death for which no good reason can be found, the possi- 
bility of syphilis in the mother has to be kept in mind. 
[This was clearly done in the case of this patient, but 
without success. It:seems that a case could be made 
out for the use of the treponemal immobilization test 
in such circumstances. At any rate, if the slightest sus- 
picion of maternal syphilis is still entertained, a pro- 
phylactic course of penicillin appears to be justified.] 

G. W. Csonka 


1497. The ‘‘ Pre-contemporary ”’ Syphilitic Defaulter 
R. S. Morton. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 30, 198-200, Dec., 1954. 2 refs. 


An attempt was made to persuade 109 female and 159 
male patients who had defaulted during treatment for 
infectious or latent syphilis at clinics in Stockport and 
East Cheshire during the years 1941-50 to re-attend. 
These 268 patients were originally classified as defaulters 
only after several letters had been sent to them without 
avail. On the present occasion three separate letters 
were sertt, followed if necessary by repeated visits. A 
total of 183 (68%) of the patients were located and of 
these, 144 (78%) attended. 

Of these 144, 61 were discharged as cured after full 
investigation, 51 were placed under surveillance, and 32 
required further treatment or re-treatment. Two or 


more years later the position of these 144 patients was 
that 95 were discharged as cured, 20 were still under 
surveillance, 15 were still under treatment, 11 had again 
defaulted (7 from surveillance and 4 from treatment), 
2 were dead, and one was lost to the series. It was felt 
that the investigation had been fully justified by the 
results obtained. . 


R. R. Willcox 


1498. The Treponematoses from the Point of View of 
the Public Health. (Las treponematosis desde el punto 
de vista de la Sanidad publica) 

T. GutHe. Actas dermo-sifiliograficas [Act. dermo- 
sifiliogr. (Madr.)] 46, 77-99, Nov., 1954. 7 figs., 28 refs, 


With the advent of antibiotics and recent progress in 
laboratory techniques the war against treponematoses 
has become increasingly effective, and in this paper the 
head of the venereal disease and treponematosis section 
of the World Health Organization (W.H.O.) outlines 
the present position. Campaigns against venereal 
disease must be based upon active case-finding by 
systematic serological examination of population groups 
and the application of epidemiological principles. 
Laboratories undertaking serological examinations should 
be restricted in number and well equipped, performing 
standardized quantitative tests and exchanging sera for 
examination under the control of a central laboratory 
where treponemal immobilization and agglutination 
tests may be performed. 

The incidence of syphilis has fallen in many countries 
since the end of the second world war, but there are still 
at least 20 millions of the world population suffering 
from syphilis, and incidence remains high in many 
regions, the figure ranging from 14 to 32-9% in parts 
of Africa, 0-6 to 31% in Afghanistan, 0-5 to 11-9% in 
Ceylon, 5 to 50% in India, 0-2 to 27% in Egypt, 4-2 to 
82% in Ethiopia, and 12 to 15% in certain parts of 
South America. Endemic syphilis exists in Bosnia, 
Serbia, and many other foci, occurring as “ bejel” 
among the Arab peoples, “ njovera”’ in Southern 
Rhodesia, and as “ dichucha’”’ among the Bantus of 
Bechuanaland. Yaws, a disease of infancy and adoles- 
cence, affects at least 50 million persons, while pinta is 
a problem in Mexico and Colombia, where it affects 
2% of the population although, unlike syphilis, yaws, 
and bejel, it does not produce physical disablement. 
The essential weapon in the anti-treponemal campaign 
is a sufficiency of penicillin, world production of which 
exceeded 500 tons in 1953. Systematic treatment cam- 
paigns are required wherever there is endemic syphilis, 
and the part played by W.H.O. and other agencies of 
the United Nations in assisting such campaigns is 
described. 

The economic importance of these diseases is empha- 
sized; for instance, in Southern Rhodesia venereal 
disease causes the loss of 100,000 working. days each 
year, while in the period 1949-50 the cost to the U.S.A. 
of psychosis and blindness due to syphilis» was more 
than 150 million dollars. On the other hand it is 
calculated that the national income of Haiti was in- 
creased by 5 million dollars a year as a result of a 
campaign against yaws. Eric Dunlop - 
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Tropical Medicine 


1499. Use of Dieldrin in Control of Malaria 
D. H. S. ANNECKE. East African Medical Journal (E. 
Afr. med. J.] 31, 491-494, Nov., 1954. 


In South Africa the residual insecticides used under 
the Union Malaria Control programme have up to the 
present been DDT (as a larvicide and adulticide) and 
gammabenzene hexachloride (BHC) (as an adulticide 
only). In view of reports of excellent results obtained 
elsewhere with “ dieldrin ’’ a test was carried out with 
this insecticide in the form of a wettable powder con- 
taining 50% in order to compare its cost and efficacy 
with those of the older insecticides. 

Two regions in the Transvaal were chosen for the 
purpose in which African dwellings were located 4 to 14 
miles (400 to 2,400 metres) from a river which in the 
dry season provided breeding pools for Anopheles 
gambiae. Huts in the experimental area and an adjoin- 
ing control area were first sprayed with a pyrethrum 
knockdown insecticide to determine the average mos- 
quito population, which was between one and two adults 
per hut. 

The interior walls and roof of 100 huts were then 
sprayed with dieldrin to give a residual concentration 
of 30 mg. per sq. ft. (270 mg. per sq. m.) in one region 
and 40 mg. per sq. ft. (360 mg. per sq. m.) in the other. 


_ In each case treated huts remained free from mosquitoes 


for 4 months, while control huts harboured the same 
average as previously found. As the Transvaal malaria 
season lasts only 4 to 5 months this is all that is required, 
the native custom of cleaning out and replastering huts 
annually making protection over more than one season 
impracticable. The costs of spraying the same area 
with adequate concentrations of BHC and dieldrin were 
calculated to be equal, while both these agents are 
cheaper than DDT. 

The conclusion is reached -that dieldrin is a good 
adulticide, but that in this test it has not been shown to 
be better than BHC or DDT. Clement Chesterman 


1500. Resistance of East African Varieties of Plas- 
modium falciparum to Pyrimethamine 

D. F. Ciype and G. T. SHute. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 


roy. Soc. trop. Med. Hyg.) 48, 495-500, Nov., 1954. 


13 refs. 


Pyrimethamine (“‘ daraprim”’) is widely used in East 
Africa for the prophylactic and therapeutic treatment of 
malignant tertian malaria. In view of the appearance 
in this region of cases of resistance to this drug—a fact 
of serious import already well known in Malaya—the 
authors carried out an investigation of this phenomenon 
in a Tanganyika village where malaria is holoendemic 
and the population immunized. The drug was given 
prophylactically in single monthly doses of 100, 50, and 
25 mg. to persons in the age groups 10+, 5-10, and 


under 5 years respectively. 


Examination of the villagers showed that the asexual 
parasite rate (Plasmodium falciparum) in the blood fell 
one month after the first treatment from the original 
level of 64-3% to 22-6%, and remained at this level for 
one month after the second treatment; thereafter, how- 
ever, it gradually rose, reaching 58-1% at the end of 
6 months. That this failure of treatment was due to 
the development of drug resistance in the parasite was 
evident from the following observations: (1) in control 
villages it was shown that a single dose of pyrimethamine 
kept the blood free of parasites for a fortnight; (2) ina 
group of children who continued to show a certain 
degree of parasitaemia despite regular treatment with 
this drug for 6 months (followed by 2 further doses 
separated by an interval of 9 days) the parasites were 
completely eliminated by a single dose of amodiaquin 
(camoquin). 

The resistant strain of P. falciparum spread rapidly 
among the people undergoing pyrimethamine treatment, 
the degree of parasitaemia being of the same order as 
that observed in the village before prophylaxis was - 
introduced. However, when treatment was stopped the 
drug-resistant strain failed to establish itself in the 
community, and became submerged by normally suscep- 
tible parasites. In discussing the origin of the resistant 
strains the authors suggest that they may be induced by 
the method of giving single monthly doses of pyri- 
methamine and become established at a period when the 
small residue of the drug in the tissues near the end of 
the month ceases to destroy the parasites, the survivors 
thus being able to compete with pyrimethamine for 
folinic and p-aminobenzoic acids, which are nutrients 
essential for their survival. C. A. Hoare 


1501. Studies in Leishmaniasis in East Africa. I. The 
Epidemiology of an Outbreak of Kala-azar in Kenya 

R. B. Hetscu. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy* Soc. trop. 

Med. Hyg.] 48, 449-469, Nov., 1954. 4 figs., 12 refs. 


In Kenya kala-azar was almost unknown until 1941. 
Its occurrence in the district of Kitui was first reported 
in 1950 by Fendall; the total number of cases recorded 
up to May, 1954, has been 2,725. The course of the 
disease in Kenya is similar to that in the Sudan, the 
epidemiological picture in both areas indicating the 
existence of a reservoir in some animal host or hosts. 
The observations described in the present paper from 
the Government Medical Research Laboratory, Nairobi, 
concern the epidemiology of kala-azar in Kitui, where 
70% of the patients were males, chiefly (57%) children 
in the 4—-18-year age group. 

In the course of this study hundreds of sandflies 
comprising 15 species (8 of which are new) were dis- 
sected. Most of the species inhabit natural habitats, 
including the burrows of the gerbil (a small native 
rodent), only a few being found in human dwellings. 
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_ Only 3 species of sandfly are known to bite man, namely, 
Phlebotomus kirki and 2 new species of Sergentomyia 
provisionally designated P. (Ser.) sp. nov. 1 and sp. 
nov. 2. Though the most probable vector in the present 
epidemic was thought to be P. (Ser.) 2, attempts to 
infect this fly in the laboratory have failed. Another 
sandfly, P. clydei, harboured leptomonads from a lizard 
naturally infected with Leishmania, but it was also 
capable of taking up the flagellates from infected 
hamsters. In order to determine the origin of blood 
found in sandflies, the precipitin test was carried out 
on 214 specimens belonging to 5 species, all of which 
were negative for human blood, but 43 specimens of 
P. clydei had fed on gerbil blood. However, human 
blood was detected in a few specimens of P. kirki and 
P. (Ser.) 1.and 2. For the detection of animal reser- 
voirs, spleen smears from gerbils and mongooses were 
examined; none, however, showed any Leishmania, 
although 2 hamsters inoculated with pooled organs of 
gerbils and mongooses respectively acquired heavy in- 
fections. It is pointed out, however, that in view of 
possible cross-infection in the laboratory these experi- 
ments did not conclusively incriminate the donor 
animals. Smears of lymph nodes and spleen from dogs 
and jackals respectively were negative for Leishmania, 
as were spleen smears from a number of other local wild 
mammals. 

It is concluded from the results obtained so far—the 
_ work is unfinished—that human kala-azar infection in 
Kitui is acquired in the bush from the new species of 
sandfly P. (Ser.) 2, and that gerbils and mongooses are 
the most likely reservoir hosts. C. A. Hoare — 


1502. Schistosomal Myelitis due to Schistosoma mansoni. 
An Anatomical and Clinical Study. (Myélite schisto- 
somique due au S. mansoni: étude anatomo-clinique) 
Z. Macter, B. and G. ABATH. Revue neuro- 
logique (Rev. neurol. (Paris)] 91, 241-259, 1954. 15 figs., 
23 refs. 


1503. The Treatment of Tuberculosis in Leprosy Patients 
A. L. Retvicu. Leprosy Review [Leprosy Rev.] 25, 179- 
186, Oct., 1954. 12 refs. ° 


Tuberculosis is a frequent complication of leprosy, 
and hitherto has generally been fatal. The author de- 
scribes the present-day treatment at Ossiomo Settlement, 
Nigeria, of tuberculosis in lepers, with special reference 
to the results obtained in 16 such patients with pul- 
monary tuberculosis, one with tuberculous adenitis, and 
one with suspected tuberculous laryngitis. The diag- 
nosis of pulmonary tuberculosis was based on clinical 
signs in the lungs, progressive loss of weight, and the 
presence of acid-fast bacilli in the sputum. The standard 
treatment consisted of 1 g. of streptomycin on alternate 
days with 100 mg. of isoniazid twice daily. Strepto- 
. mycin was discontinued in 2 cases after 4 and 5 months 
respectively and replaced by 20 g. of PAS daily. 

The results were uniformly good as judged by gain in 
weight, improvement in general symptoms, and dis- 
appearance of tubercle bacilli from the sputum. In 15 
of the cases of pulmonary disease the sputum was free 


from acid-fast bacilli; in the remaining case, in which 
pulmonary tuberculosis was advanced when treatment 
started, the patient continued to discharge bacilli, 
although the clinical condition was much improved. 
In the case of tuberculous adenitis sinuses healed 
and the inflammation of the nodes subsided. All the 
patients had been receiving diaminodiphenyl sulphone 
(DDS) or thiacetazone for leprosy before starting the 
antituberculosis treatment. The effect of the latter on 
the progress of leprosy was doubtful or negative. 
Bacteriological improvement was noted in 5 cases, but 
the author considers that this might have been due to 
the previous sulphone therapy. No obvious clinical 
improvement in the leprosy was noted. As a result of 
his observations the author strongly recommends a 
combination of isoniazid and streptomycin or isoniazid 
and PAS in the treatment of tuberculosis in leprosy, but 
considers that in view of the doubtful action of these 
drugs on the leprotic condition sulphones and thiaceta- 
zone should be given as well. William Hughes 


1504. The Treatment of Leprosy with TB1/698. A 


Report Based on 38 Months’ Experience 
J. Lowe. Leprosy Review [Leprosy Rev.] 25, 186-199, 
Oct., 1954. 7 refs. 


Since 1950 thiacetazone (‘‘ TB1/698°’) has been used 
in the treatment of leprosy in Nigeria, and in this paper 
the results obtained over a continuous period of 38 
months are described, 273 cases having been treated. 
The drug was given by mouth twice a day for 6 days 
each week in an initial dosage of 50 to 100 mg. daily 
according to weight, increased after a few days to 150 
mg. or, in some cases, to 200 mg. Treatment was con- 
tinuous except when intercurrent disease or complica- 
tions made temporary cessation advisable or the patient 
was absent on leave. 

Although the early results, clinical and bacteriological, 
were encouraging, the-late results were disappointing. 
Toxic manifestations definitely attributable to the drug 
were observed in 16 cases and “ possible toxic effects 
of the drug”’ in 7 others. Severe toxic reactions in- 
cluded acute agranulocytosis (5 cases), hepatitis (3 
cases), severe anaemia (6 cases, one being fatal), and 
allergic dermatitis. 

The author had the opportunity to compare these 
results with those in a series of similar cases treated 
with diaminodiphenyl sulphone (DDS), and concluded 
therefrom that thiacetazone is less effective than DDS 
and is also more costly. It had no suppressive action 
on tuberculosis in leprosy; indeed one of the patients 
developed tuberculosis after 6 months’ treatment and 
one after 9 months’ treatment with thiacetazone. The 
author nevertheless considers that the drug has a place 
in the treatment of patients with leprosy, especially 
in those who do not tolerate sulphones. 

William Hughes 


1505. Leprosy in Spain. (Situacién actuel de la lucha 
contra la lepra) 


A. BELTRAN ALONSO. Actas dermo-sifiliogrdficas [Act. 
dermo-sifiliogr. (Madr.)} 46, 199-203, Dec., 1954. 
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1506. Assessment of Adrenocortical Function by the 
Estimation of 17-Ketosteroid Excretion in Bronchial 
Asthma. dyHKUMH KOpbi 
KOB M0 17-KetocTepoHnos 6poHxuasb- 
HOH acTMe) 

I. G. Kaunutecxaa Meduyuna [Klin. 
Med. (Mosk.)] 32, 67-71, Dec., 1954. 4 figs., 10 refs. 


During the investigation of 12 patients with bronchial 
asthma, a fall in the urinary excretion of 17-ketosteroids 
was observed during the attacks, the values for 24-hour 
excretion ranging from 15-6 to 23-3 mg. between the 
attacks, and from 4-4 to 16-4 mg. during them (the last- 
mentioned value occurring in only one case). The 
higher figures were, of course, commonest among the 
male patients, but with two exceptions the figures 
obtained during bouts of asthma were as low in men 
as in women. 

In 3 cases of status asthmaticus in which ACTH 
was given there was considerable relief (which, how- 
ever, lasted only during the administration of the 


hormone) and this was accompanied by a threefold 


increase in excretion of ketosteroids. 

The author concludes from this study that the fall in 
excretion of 17-ketosteroids during attacks of asthma 
and the beneficial effect of ACTH, “ cortin’’, and 
cortisone demonstrate that the adrenal cortex plays an 
important part in the pathogenesis of bronchial asthma. 
In one case, which is described in detail, no benefit was 
obtained from adrenaline, but there was a good response 
to ACTH so long as it was administered (this patient 
also suffered from extensive infections of the nasal 
sinuses and maxillary antra). L. Firman-Edwards 


The Treatment of Asthma with C 
J. E.G. Pearson. British Medical Journal (Brit. med. J.] 


1507. 


1, 189-192, Jan. 22, 1955. 10 refs. 


At Bristol Royal Hospitals intramuscular injections of 
corticotrophin (ACTH) were given with success in 8 out 
of 10 cases of severe, intractable asthma, the initial 
response being “ excellent’ in 4, in one of which the 
drug was life-saving, and “‘ good” in 4. Symptoms 
recurred in all cases sooner or later after cessation of 


treatment, but only 3 of the patients required more than, 


-one course of injections. The author states that the 
response to a second course was slower and less dramatic 
than the response to the first. 

The dosage of ACTH was 20 to 30 mg. every 6 to 8 
hours, and in all 8 cases there was considerable relief 
of symptoms after 12 to 36 hours; after 48 to 72 hours 
the dosage was reduced, first to 20 and then to 10 mg. 
8-hourly. Half this dosage of ACTH was equally effec- 
tive when given in the form of a gel. Discussing the 
results the author states that with short courses of 
treatment of 5 to 9 days side-effects of the drug are 
unlikely to be troublesome. He emphasizes that ad- 


ment. 


_ 504-510, Nov., 1954. 


ministration of ACTH should at present be restricted 
to very severe cases which are resistant to established 
forms of treatment. J. Pepys 


1508. The Long-term Treatment of Severe Asthma with 
Cortisone in Tablet Form. (Le traitement au long cours 
des asthmes graves par la cortisone en comprimés) 

J. TurtaF, P. MARLAND, P, BLANCHON, and Y. JEANJEAN. 
Journal francais de médecine et chirurgie thoraciques 
[J. frang. Méd. Chir. thorac.] 8, 592-616, 1954. 17 refs. 


Cortisone was given by mouth to 55 patients who had 
chronic perennial asthma of some severity or were in 
status asthmaticus. In 22 cases a maintenance dosage 
was established and the treatment continued for 3 to 
24 months. In cases of status asthmaticus the starting 
dosage was usually 200 mg. a day, in other cases 100 mg. 
a day. 

Improvement was subjectively and objectively apparent 
after the first 2 to 3 days, and very marked or complete 
relief was achieved after one week of treatment. The 
maintenance dose was usually between 50 and 75 mg. 
a day. The patients were given a low-sodium diet and 
received 1-5 to 2 g. of potassium chloride a day. No 
serious side-effects were seen except for one patient who 
developed active tuberculosis after 18 months of treat- 
Cortisone is regarded by the authors as an 
excellent therapeutic agent in those cases of chronic 
asthma in which routine treatment has, in the past, not 
been able to prevent invalidism. H. Herxheimer 


1509. Urinary Excretion of Histamine in Patients 
Having Asthma and Hay Fever: Observations on Changes 
Produced by Administration of Cortisone 

R. G. MircHett, G. B. LoGan, G. A. PETerRs, and 
L. L. HeNpDeRSON. Journal of Allergy {J. Allergy] 25, 
1 fig., 8 refs. 


At the Mayo Foundation, University of Minnesota, 
the concentrations of free and conjugated histamine were 
determined by the method of Roberts and Adam (Brit. J.. 
Pharmacol., 1950, 5, 526) in the urine of 24 children 
suffering from asthma or hay fever, or both, in most 
cases due to ragweed pollen. Estimations were made 
both during an attack and during free intervals, in 6 
cases being carried out during an attack treated with 
cortisone. 

The authors found that during intervals between 
attacks the amount of urinary histamine excreted was 
normal; during an attack the level of conjugated hista- 
mine in the urine remained normal, but that of free 
histamine was slightly decreased. However, during 
treatment with cortisone the excretion of free histamine 
increased considerably. These results are at variance 
with those of some previous workers while agreeing in 
part with those of others; the reasons for these dif- 
ferences are discussed. H. Herxheimer 
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1510. Protein-sparing Action of Intravenously Admini- 
stered Carbohydrate Solutions 

A. A. ALBANESE, W. H. ARNOLD, D. R. Hays, A. BEL- 
MONT, L. OrTO, and R. Di LALLo. Metabolism [Meta- 
bolism] 3, 523-529, Nov., 1954. 1 fig., 15 refs. 


At St. Luke’s Hospital, New York, the authors have 
studied the protein-sparing effect of the intravenous 
infusion of solutions of invert sugar, fructose, and 
dextrose in patients suffering from various disorders in 
which malnutrition was an important feature. Each 
experiment lasted 5 days during which the patient 
received a basic diet designed, in the case of adult males, 
to supply 2,000 Cal. and 70 g. of protein per day. The 
first 2 days served as a control period during which no 
infusion was given; then on the 3rd, 4th, and 5th days 
the subjects received intravenously 1, 2, and 3 litres 
respectively of the sugar solutions in addition to the 
basic diet. The infusions were given after meals, one 
litre at a time and at the rate of one litre per hour in 
the case of the 5% and 10% fructose and 10% invert 
sugar solutions and one litre in 2 hours for the 5% and 
10% dextrose solutions. 

Comparison of the fluid retention consequent on the 
infusion of these solutions showed that with infusions of 
2 litres per day the greatest fluid retention occurred after 
administration of 10% invert sugar and the least after 
5% fructose and 10% dextrose. Estimations of urinary 
sugar content showed that there was little loss of carbo- 
hydrate by this route, except after infusions of 10% 
dextrose. The protein-sparing effect of dextrose was 
inferior to that of fructose or invert sugar. At the 
highest dose level (3 litres per day) 5% fructose was the 
most efficient sparer of protein, but the authors comment 
that invert sugar is relatively inexpensive, readily obtain- 
able, easily administered, and in 10% solution provides 
twice as many calories as 5% fructose. They therefore 
consider that 10% invert sugar is probably the solution 
of choice for encouraging nitrogen retention. The diffi- 
culties of assessing the effects of intravenous infusions 
of carbohydrate solutions on the nitrogen balance are 
discussed. It is suggested that in most cases 2 litres 
daily in 2 separate infusions is the most suitable form of 
administration. Charles Rolland 


1511. Clinical Aspects of Primary Amyloidosis. 
(Klinische Aspekte der primaren Amyloidose) 

A. HAEMMERLI. Schweizerische medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 84, 1262-1265, Nov. 6, 
1954. 8 refs. 


From the Medical Polyclinic of the University of 
Ziirich 3 cases of primary amyloidosis are reported. 
The first 2 patients, aged 66 and 68, presented with 
signs of cardiac failure and nephrosis and died after 
7 and 12 months respectively. The third, aged 64, first 
noted changes in his finger-nails and in the oral mucous 


membrane. The diagnosis was established by biopsy 
of the tongue, and the patient died of cerebral infarction 
after a 3-year illness. In all 3 cases low-voltage electro- 
cardiograms and progressive cardiac failure were notice- 
able features. The Congo-red test was negative in the 
only case.in which it was used and the author considers 
it to be unreliable. He draws attention to the severe 
infiltration of the thyroid gland which was found post 
mortem in the third case, and suggests that evidence of 
hypothyroidism should be sought for, and treated if 
present, in primary amyloidosis. B. Nordin 


1512. Trentupent of Obesity with a Low Protein Caloris, 
ally Unrestricted Diet 
V. P. Dore, I. L. Schwartz, J. H. THAYSEN, N. A. 
THORN, and L. Sttver. American Journal of Clinical 
Nutrition (Amer. J. clin. Nutr.] 2, 381-391, Nov.—Dec., 
1954. 3 figs., 31 refs. 


At the Rockefeller Institute for Medical Research, 
New York, the authors studied the effect of a low-protein 
diet with unlimited carbohydrate in the treatment of 
obesity. A basic diet of 35 g. of protein daily and 
unrestricted carbohydrate, fat, and salt was given to 42 
obese patients who were in good health and at work 
before treatment started, 32 being treated in hospital 
for periods up to 18 weeks and 10 attending as out- 
patients while continuing at work. During a control 
period of 3 to 6 weeks the protein content of the diet of 
the hospital patients was increased to provide a total 
daily intake of 80 to 130 g. In most patients the protein 
supplement led to an increase in the voluntary con- 
sumption of unprescribed calories and withdrawal of 
the protein supplement to a fairly consistent reduction 
in appetite, although the extent of this reduction varied 
from patient to patient. Over the period of the trial 
there was a sustained weight loss of 100 g. or more daily 
in 32 of the 42 patients. This was attributed in part to 
the appetite-reducing effect of the low-protein diet and 
in part to hospital routine, which also appeared to lessen 
appetite, as shown by the fact that a few of the hospital 
patients continued to lose weight while receiving the 
high-protein supplement. 

At a follow-up examination 3 to 12 months after the 
patients were discharged it was found that 5 of the 32 
patients had continued to take the low-protein diet and 
had lost 2 kg. or more in weight during the interval. 
Of the 10 who were treated as out-patients, 4 had success- 
fully restricted their diet as instructed, with steady loss 
of weight. It is concluded that limitation of protein is 
a useful adjuvant to the treatment of obesity. 

Joseph Parness 


1513. Acute Intermittent Porphyria: a Report of Five 
Cases and a Review of the Literature 

M. Marxkovitz. Annals of Internal Medicine [Ann. 
intern. Med.) 41, 1170-1188, Dec., 1954. Bibliography. 
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1514. Esophageal Varices in Non-cirrhotic Patients. 
Esophagoscopic Study 

E. D. PALMER and I. B. Brick. American Journal of 
Medicine [Amer. J. Med.| 17, 641-644, Nov., 1954. 
11 refs. 


In continuation of previous studies of oesophageal 
varices reported from the Walter Reed Army Hospital, 
Washington, D.C., by Palmer (Ann. Surg., 1953, 138, 
141; Abstracts of World Medicine, 1954, 15, 393) the 
authors now report the results of an oesophagoscopic 
study of the incidence of varices in 62 patients suffering 
from various liver conditions other than true cirrhosis; 
in every case the clinical diagnosis had been confirmed 
by biopsy of the liver. 

Of 7 patients suffering from chronic congestive failure 


‘(due in 6 cases to hypertensive heart disease), 4 had © 


oesophageal varices involving the distal third of the 
oesophagus and, in 3 of the cases, the middle third also. 
The varices were severe or moderate in 2 cases and mild 
in 2. In the other conditions studied the number of 
patients and incidence of varices were as follows: fatty 
liver (9 patients), nil; portal fibrosis (24 patients), 8 
with varices—11 of these patients were chronic alcoholics 
and 10 had a history of hepatitis; acute infective hepatitis 
(14 patients), 8 with varices; the examination was made 
7 days to 5 weeks after the onset of the illness and in 
some cases varices were found even as early as the 7th 
day; sarcoidosis (4 patients), nil. Of 2 patients with 
congenital haemolytic jaundice and 2 with amoebic 
hepatitis, one of each pair had varices. 

This study shows that varices may be present in these 
conditions more often than is thought; they can be seen 
oesophagoscopically before they can be detected radio- 
graphically, and they may also arise acutely. It appears, 
therefore, that the normally existing gastro-oesophageal 
vascular anastomoses can act rapidly as a portacaval 
shunt if pressure in the portal vein rises. It would also 
seem that such varices may be present in the stage of 
portal fibrosis before any true degree of cirrhosis has 
developed. Thomas Hunt 


STOMACH AND DUODENUM 


The Effect of Prolonged Administration of Large 
Doses of Sodium Bicarbonate in Man 

G. M. T. VAN GOIDSENHOVEN, O. V. Gray, A. V. PRICE, 
and P. H. SANDERSON. Clinical Science (Clin. Sci.] 13, 


1515. 


. 383-401, Aug., 1954. 12 figs., 30 refs. 


At St. Mary’s Hospital, London, the authors have 
studied in detail the metabolic effects of giving doses of 
up to 140 g. of sodium bicarbonate daily in 3 litres of 
milk administered through a gastric tube at a constant 
rate throughout the 24 hours for periods up to 3 weeks 
to 33 patients with peptic ulcer. 
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The main biochemical changes observed were an 
increase in the plasma pH and carbon dioxide content, 
some reduction in plasma chloride level, an increase in 
the plasma sodium level, and a transient fall in the plasma 
potassium level. All the patients gained in weight, and 
balance studies carried out in 5 cases showed that there 
was considerable retention of sodium and water, with 
expansion of the volume of extracellular fluid, as 
measured with inulin. There was an increase in the 
glomerular filtration rate, which, however, returned 
towards normal when the alkali was withdrawn. Apart 
from one patient who developed “ persistent albumin- 
uria ’’ there was no evidence of renal damage, and there 
were no serious general symptoms. The relief of ulcer 
pain was immediate in nearly every case. The authors 
are well aware of previous reports of serious renal damage 
associated with alkalosis, but give their reasons for 
believing that “‘ alkalosis per se rarely, if ever, causes 


‘renal damage, and that the renal failure commonly seen 


in clinical alkalosis is the result, not of the alkalosis, but 
of attendant dehydration and renal ischaemia .. .” 

[The longest period of high alkali dosage in this study 
was 21 days. Burnett et al. (New Engl. J. Med., 1949, 
240, 787; Abstracts of World Medicine, 1950, 7, 51) and 
certain other authors have reported renal calcification 
and damage after prolonged ingestion of milk and 
alkali.] - D. A. K. Black 


1516. Gastrointestinal Motility in Man. Influence of a 
Standard Meal on the Effect of Banthine 

W. P. CHAPMAN, S. M. WyMan, J. GAGNON, C. M. 
Jones, and G. L. PuLeo. New England Journal of 
Medicine [New Engl. J. Med.] 251, 965-970, Dec. 9, 
1954. 4 figs., 1 ref. 


At Massachusetts General Hospital, Boston, the effects 
on gastric motility of doses of 50 mg. and of 100 mg. 
of methantheline bromide (‘‘ banthine ’’) and of a placebo 
were assessed radiologically in 22 healthy subjects and 
2 with a history of peptic ulcer but who were symptom- 
free. Each subject received the two doses of methan- 
theline and the placebo first with, then without a standard 
meal 30 minutes later, 6 tests thus being carried out on 


. each individual. A barium meal was given after another 


30 minutes. In the fasting tests 100 mg. of methanthe- 
line caused more delay in gastric emptying than 50 mg.: 
the placebo had little effect. After the standard meal 
there was greater delay in gastric emptying with 50 mg. 
of methantheline or the placebo, the delay following 
administration of 100 mg. of methantheline being un- 
affected by the meal. Radiographs taken after the 
standard meal showed that the effect of the placebo on 
the progress of barium through the intestine was not 
modified, but that the meal did reduce significantly the — 
inhibitory effect of methantheline on this forward move- 
ment. This action did not appear to be due to inter- 


| 
| 
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ference with the absorption of methantheline, a 100-mg. 
dose causing just as dry a mouth when the subject 
remained fasting as when the standard meal was taken. 

[These effects of the meal may be the result of the 


increased bulk of the stomach and intestinal contents 


delaying gastric emptying and increasing intestinal 
motility. The presence of fat in the stomach may also 
be responsible for the delay in gastric emptying.] 

Derek R. Wood 


1517. Congenital Pyloric Stenosis as a Factor Pre- 
disposing to the Ulcer Syndrome. [In English] 
O.S. NIELSEN. Acta paediatrica [Acta paediat. (Uppsala)} 
43, 432-443, Sept., 1954. 1 fig., 25 refs. 


It has been suggested that congenital pyloric stenosis 
predisposes to dyspeptic conditions later in life. The 
present author, at Queen Louise’s Children’s Hospital, 
Copenhagen, has studied this problem in a group of 
95 adults aged 25 to 45 years out of a total of 183 who 
were treated medically in infancy for congenital pyloric 
stenosis. [It is interesting to note that the chief symp- 
toms and signs on which the diagnosis of pyloric stenosis 
was based were loss of weight, projectile vomiting, and 
visible peristalsis; no mention is made of a palpable 
tumour.] Information was obtained at a personal inter- 
view in 72 cases, from relatives in 8, and by questionary 
in 10. A group of “ non-selected”’ hospital patients, 
77 men and 23 women from the surgical and dermato- 
logical wards, acted as controls. It was found that 28% 
of the subjects who had had pyloric stenosis in infancy 
had gastritis or peptic ulcer, compared with 12% of the 
control group. The possibility that the dyspeptic symp- 
toms may arise from a persistent latent hypertrophy of 
the pylorus, and the long-term results of medical and of 
surgical treatment of pyloric stenosis, are discussed. 

David Morris 


1518. Effects of Smoking Tobacco on Gastric Acidity 
and Motility of Hospital Controls and Patients with Peptic 
Ulcer 

F. STEIGMANN, R. H. and L. -KAMINSKI. 
American Journal of Gastroenterology [Amer. J. Gastro- 
ent.] 22, 399-409, Nov., 1954. 5 figs., 23 refs. 

The effect of cigarette smoking on gastric acidity and 
motility in patients with peptic ulcer was studied at Cook 
County Hospital and the University of Illinois, Chicago. 
Two types of cigarette were tested—a standard type and 
a cigarette with a filter tip—on 44 controls and 54 
patients with peptic ulcer. The fasting patient was in- 
tubated with a Levine tube and the gastric contents were 
aspirated twice at 10-minute intervals. After the second 
aspiration the patient smoked a cigarette, after which 
the gastric contents were aspirated 6 times at 10-minute 
interyals. Both free and total acidity were estimated. 
A definite increase in gastric acidity was observed in 50% 
of the controls after a standard cigarette and in 25% 
after a filter-tip cigarette; in the patients with peptic 
ulcer the percentages were 90 and 60 respectively. The 
rise in acidity after an ordinary cigarette was in the 
higher ranges—40 or moré clinical units—while after a 
filter-tip cigarette it was in the lower ranges—10 to 
40 units. 


GASTROENTEROLOGY 


For the study of gastric motility a Miller—Abbott tube 
with an attached balloon of 50 ml. capacity was passed 
into the stomach and the site of the balloon in the fundus 
or antrum of the stomach was checked radiologically, 
The tube was connected to a water manometer, and the 
pressure in the balloon was recorded on a moving 
kymograph paper for a period of 2 to 24 hours. The 
results indicated that the smoking of an ordinary 
cigarette decreased “‘ antral motility about 30% more 
often ’’ than smoking a filter-tip cigarette. The author 
suggest that the rise in gastric acidity following the 
smoking of an ordinary cigarette may be related to the 
decreased antral motility. I. McLean Baird 


1519. Cardiovascular and Blood Volume Alterations 
Resulting from Intrajejunal Administration of Hypertonic 
Solutions to Gastrectomized Patients: the Relationship 
of these Changes to the Dumping Syndrome 

K. E. Roperts, H. T. RANDALL, H. W. Farr, A. P. Kp- 
WELL, G. P. McCNeeR, and G. T. Pack. Annals of 
Surgery [Ann. Surg.) 140, 631-640, Nov., 1954. 5 figs., 
33 refs. 


At the Sloan Kettering Institute, New. York, the 
symptoms which may follow gastrectomy were studied 
in 15 patients, 6 healthy subjects serving as controls, 
After administration of a hypertonic solution (200 ml. 
of 9% sodium chloride or an equal amount of 50% 
glucose) or a test meal, serial electrocardiograms (ECG) 
were recorded and blood pressure, plasma volume, 
haematocrit value, pH of the blood, and plasma con- 
centrations of sodium, potassium, chloride, glucose, 
phosphate, and bicarbonate were estimated. 

It was found that in the patients the plasma volume 
fell by 20%, reached its lowest level in 30 to 40 minutes, 
and returned to normal in-2 hours. No change in plasma 
volume was observed in the control patients. Changes 
in the ECG, which included an increase in the heart 
rate, flattening of the T wave, and elevation (occasion- 
ally depression) of the S-T segment, coincided with the 
fall in blood volume, the maximum changes being at 
30 to 40 minutes and a normal pattern being observed 
within 80 to 120 minutes. Fluctuations in the plasma 
concentration of electrolytes followed a different pattern. 
After administration of hypertonic glucose, but not after 
saline, the concentrations of potassium and phosphate 
in plasma fell by 25% in both patients and controls, 
the lowest level being reached after 80 minutes, by 
which time all symptoms had subsided. Similar bio- 
chemical and ECG changes in association with typical 
symptoms were seen in the patients after ingestion of an 
isotonic test meal, and were attributed to the rapid 
hydrolysis of foodstuffs in the jejunum, with the produc 
tion of a hypertonic chyme. 

No significant change was noted in the eosinophil 
count. Jejunal distension with a small balloon caused 
discomfort, but not the typical post-gastrectomy distress. 
Renal excretion of sodium and chloride was temporarily 
depressed. 

The authors believe that the post-gastrectomy syn- 
drome is due to loss of plasma volume resulting from 
the sudden outpouring of fluid into the jejunum in an 
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attempt to render hypertonic solutions isotonic. This 
view finds support in the fact that the changes in 

volume and ECG are greatest when the syndrome 
is at its height. The changes in the plasma concentra- 
tions of potassium and phosphate are not important, 
because they occur after symptoms have subsided and 
after administration of glucose but not saline, and are 
observed in healthy subjects without symptoms. 

A. G. Parks 


1520. Total Gastrectomy for Gastric Cancer: Effect 
upon Mortality, Morbidity, and Curability 

§. F. MARSHALL and H. Uram. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.] 99, 657-675, Dec., 
1954. 10 figs., 42 refs. 


This is a study of the results of the operation of total 
gastrectomy as performed at the Lahey Clinic, Boston, 
upon 202 patients between 1927 and 1953, 170 of whom 
were suffering from carcinoma, 14 from sarcoma, and 
14 from benign lesions of the stomach. The mortality 
during the earlier years was 34-6%, but during the last 
10 years it was only 8-7%. Of 149 patients who had a 
cancerous lesion, 39 survived for 3 years or more, while 
21 lived for 5 years or longer. The prognosis was less 
favourable with prepyloric cancer and with diffuse car- 
cinoma, but otherwise the site of the cancer appeared 
to have little influence upon the survival rate. 

The authors consider that the results do not justify 
the performance of total gastrectomy as a routine 
procedure for gastric cancer, but urge that a careful 
choice of suitable cases should be made. They plead 
for earlier diagnosis in the presence of any doubtful or 
suspicious symptoms, and recommend the prevention of 
cancer by the. removal of precancerous lesions such as 
gastric polyps and doybtful ulcers. They emphasize 
the importance of removing the spleen and the lymphatic 
drainage area in all cases of gastric cancer, whether total 
or partial gastrectomy be the method adopted. 

Consideration is given to the troubles which arise 
after total gastrectomy. Constant supervision of the 
diet and care to see that nutrition is maintained are 
Necessary precautions, and anaemia usually needs to be 
treated. Most patients who have undergone total 
gastrectomy lose weight and very few ever regain their 
preoperative weight. Zachary Cope 


1521. The Nature of Gastric Hypersecretion of Acid in 


Patients with Duodenal Ulcer 

J. N. Hunt and A. W. Kay. - British Medical Journal 
[Brit. med. J.] 2, 1444-1446, Dec. 18, 1954. 1 fig., 
12 refs. 


The authors, in this paper from Guy’s Hospital, 
London, and the Western Infirmary, Glasgow, report 
an investigation of parietal-cell secretion in patients with 
duodenal ulcer, with and without duodenal stenosis. 
The augmented histamine test was carried out on 27 
patients without a history of dyspepsia and 152 with 
duodenal ulcer, and the basal and maximum secretion 
determined. By calculating the volume of secretion as 
a function of the concentration of acid and the volume 
of the recovered gastric juice, the effect of neutralization 

M.—2I 


of the secreted acid by the non-acid component was 

It was found that both the basal secretion and the 
maximum secretion were higher in patients with duodenal 
ulcer than in healthy subjects. Moreover, the percentage 
of the maximum secretory power active during basal 


‘secretion was similar in the two groups. Dose-response 


curves to histamine indicated that any given level of 
stimulus produced a similar percentage of total parietal- 
cell activity in both groups. From these findings the . 
authors conclude that a high maximum secretory activity 
adequately accounts for the high basal secretion in 
patients with duodenal ulcer and that there is no need to 
postulate any “ supranormal activity of. the psychic, 
gastric, or intestinal phases of secretion ’’. 

The authors also found that the maximum secretory 
capacity was higher in cases of duodenal ulcer with 
stenosis than in patients without this complication, and 
suggest that this is probably due to “ a work hyperplasia 
of the parietal cells”’. The possible role of the vagus 


nerve in regulating the maximum secretory power of the 

parietal cells is discussed. ' 
[This is an important paper, which should be read in 

the original by all interested.] 


T. D. Kellock 


PANCREAS 


1522. Effect of Histamine and Histalog (Gastramine) on 
Pancreatic Secretion 

D. A. Gastroenterology [Gastroenterology] 
27, 334-346, Sept., 1954. 4 figs., 9 refs. 


The ability of histamine and its analogues to stimulate 
pancreatic secretion is largely due to its effect in in- 
creasing the secretion of gastric hydrochloric acid and 
to the consequent liberation of secretin from the duodenal 
mucosa. At the Mount Sinai Hospital, New York, the 
author set out to investigate the possibility that histamine 
also has some direct stimulating effect on the pancreas. 
The method consisted in continuous aspiration of both 
gastric and duodenal contents.through a double-lumen 
tube exposed to a constant suction of 120 mm. Hg, the 
subjects including patients with and without pancreatic 
disease. After a control period of 20 minutes an intra- 
venous injection of secretin was given in a dosage of 
1 clinical unit per kg. body weight, four specimens of 
duodenal contents being then collected at 20-minute 
intervals. After a further control period of 20 minutes 


.1 mg. of histamine base or 50 mg. of “ histalog” 


(“ gastramine”’; 3-beta-aminoethylpyrazole) was in- 
jected subcutaneously and the test repeated. The 
volume, maximum bicarbonate concentration, and 
amylase content of the duodenal contents collected in 
each test period of 80 minutes were estimated. Whereas 
the response to secretin was normal in all subjects with- 
out pancreatic disease, neither histamine (15 cases) nor 
histalog (13 cases) caused an increase in volume or 
bicarbonate concentration of the duodenal secretion 
provided there was no contamination of the duodenal 
contents with gastric juice. The amylase concentration 
rose somewhat, but the total amount secreted was not 
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definitely increased. In 9 cases it was not possible to 
prevent gastric hydrochloric acid from pouring into the 
duodenum; im these cases there was a progressive 
increase in the volume of the duodenal contents, the pH 
of which was never over 1-5, indicating that the amount 
of bicarbonate in the pancreatic secretion was insufficient 

to neutralize the gastric hydrochloric acid. It is sug- 
pine that this may explain the production of duodenal 
ulceration by the repeated administration of histamine. 

R. Schneider 


LIVER AND GALL-BLADDER 


1523. The Disappearance Rate of Colloidal Radiogold 
from the Circulation and its Application to the Estimation 
of Liver Blood Flow in Normal and Cirrhotic Subjects 
H. Vetter, R. FALKNER, and A. NEUMAYR. Journal of 
Clinical Investigation [J. clin. Invest.] 33, Le, 
Dec., 1954. 2 figs., 21 refs. 


The authors describe, from the University of Vienna, 
a method for the estimation of liver blood flow by 
determining the rate of disappearance of injected col- 
loidal radioactive gold (198Au). The method is based 
on the assumption that the phagocytes of the liver and 
spleen are highly efficient in removing colloid particulate 
matter from the blood stream during a single passage. 
(Comparative measurements of radioactivity in peri- 
pheral and hepatic venous blood made during the experi- 
ment suggested that in all methods depending on dis- 
appearance of colloid, liver blood flow is underestimated 
by about 20%.) An added advantage of the present 
method is that radioactivity is measured externally by a 
counter placed between the calves, thus eliminating the 
need for repeated withdrawal of blood samples. 

In the clinical application of the method it was shown 
that in 25 normal subjects the average liver blood flow 
was 1,310 ml. per minute, whereas in 12 patients with 
hepatic cirrhosis the liver blood flow averaged only 
525 ml. per minute. 

[The figures for liver blood flow recorded in patients 
with cirrhosis of the liver are much lower than those 
obtained by other techniques; the difference may in 
part be due to diminished extraction of radioactive gold 
as a result of impaired hepatic function.] 

P. C. Reynell 


1524, A Study of the Metabolic Effects of a High-protein, 
Sodium-free Diet in the Treatment of Cirrhosis of the 
Liver. (Etude des effets métaboliques des régimes hyper- 
protidiques désodés dans le traitement des cirrhoses’ du 
foie) 

J. Trémouiéres, A. Mosse, L. Lyon, J. PAscHoup, and 
C. Sauter. Presse médicale [Presse méd.] 62, 1862- 
1864, Dec. 29, 1954. 


' The results of metabolic studies carried out on 8 
patients with alcoholic cirrhosis and ascites at the 
H6pital Bichat, Paris, are reported. The patients were 
treated with a diet giving 3,000 to 4,000 Calories daily 
and containing 150 to 300 g. of protein (10 to 30 g. of 
nitrogen), approximately 50 g. of fat, and less than 


400 mg. (12 to 20 mEq.) of sodium. The nitrogen and 
sodium balance was studied over periods of one to 
24 months, and the concentrations of sodium, potassium, 
and chloride in the serum and ascitic fluid were deter. 
mined concurrently. 

All 8 patients went into positive nitrogen balance, the 
nitrogen retention being comparable in degree with that 
seen in semi-starvation. In 2 cases there was a massive 
diuresis associated with a negative sodium balance; the 
other patients showed ‘at various times either complete 
sodium retention, the urinary sodium excretion not 
exceeding 1 mEq. in 24 hours, or a slightly positive 
sodium balance with a urinary sodium excretion of 
between 1 and 15 mEq. daily. Reaccumulation of the 
ascites could not be prevented in these cases, though the 
number of paracenteses necessary was reduced. The 
patients’ weight varied in accordance with the sodium 
balance, there being no apparent increase in weight cor- 
responding to the nitrogen retention observed. Changes 
in the serum electrolyte levels were slight, and were 
found difficult to explain. 

It is concluded that a high-protein, sodium-free diet 
is of value in the treatment of cirrhosis with ascites. 

H. F. Reichenfeld 


1525. Ligation of the Hepatic Artery in Chronic Cirrho- 
genic Hepatitis; Mechanism of Action as Shown by the 
Results in Cases Initially without Ascites. (La ligature 
de l’artére hépatique commune dans les hépatites chro- 
niques cirrhogénes. Mécanisme d'action d’aprés les 
résultats obtenus dans les cirrhoses au début anasci- 
tiques) 

G. and L. Lecer. Presse médicale [Presse méd.] 
62, 1794-1798, Dec. 25, 1954. 4 figs., bibliography. 


At the Hétel-Dieu and H6pital de Créteil, Paris, 3 
patients with cirrhosis of the liver and without ascites 
or gastrointestinal haemorrhage were treated by ligation 
of the hepatic artery. In the authors’ experience this 
procedure does not produce a sustained fall in portal 
venous pressure, but they consider that,in the cases 
described it was followed by clinical improvement and a 
return towards normal values of some-of the biochemical 

tests of liver function. In one case serial biopsy of the 
liver showed a reduction in the amount of fibrous tissue 
present. The literature is discussed. 

{It is difficult to see any theoretical justification for 
tying the hepatic artery in this type of case.] 

P. C. Reynell 


1526. Persistent Nonhemolytic Hyperbilirubinemia Asso- 
ciated with Lipochrome-like Pigment in Liver Cells: 
Report of Four Cases 

H. Sprinz and R. S. NELSON. duit of Internal 
Medicine [Ann. intern, Med.] 41, 952-962, Nov., 1954. 
3 figs., 10 refs. 


The authors report what they believe to be a new 
syndrome, not hitherto described in the literature of liver 
disease, in which persistent hyperbilirubinaemia is asso- 
ciated with unusual pigmentation of the liver cells. In 
this paper from an American military hospital in Ger- 
many and the Walter Reed Army Hospital, Washington, 
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D.C., they describe 4 patients with long-standing or 
recurrent non-haemolytic jaundice in whom exacerba- 
tions of the jaundice, associated with malaise, were pre- 
cipitated by intercurrent infection. Liver biopsy speci- 
mens were black, and histological examination showed 
an amorphous, dark brown pigment in the liver cells, the 
nature of which has not yet been determined, but no 
other abnormality. The absence of any significant degree 
of inflammation or fibrosis was noteworthy. There were 
no striking biochemical changes apart from: the raised 
serum bilirubin level. In all the cases the gall-bladder 
could not be visualized on cholecystography. Clinically 
the onset was very similar to that of infective hepatitis. 
It is important to distinguish this relatively benign con- 
dition from biliary or post-hepatitic cirrhosis. In a 
discussion of the probable pathogenesis it is suggested 
that the hyperbilirubinaemia may result from an inborn 
or acquired error of metabolism. P. C. Reynell 


1527. Occurrence of Accumulation of Fat in the Liver 
and its Relation to Excess Weight Gain in Patients 
Convalescing from Viral Hepatitis 

A. R. CouweLtt. Annals of Internal Medicine [Ann. 
intern. Med.| 41; 963-979, Nov., 1954. 6 figs., 33 refs. 


The author reports from the U.S. Army Hospital, 
Kyoto, Japan, that histological examination of biopsy 
specimens showed some fatty infiltration of the liver in 
about half of 144 cases of infective hepatitis occurring 
in U.S. soldiers. The observation was made when the 
patients were convalescent, some 6 to 13 weeks after the 
onset of the disease, and was significantly correlated 
with gain in body weight during treatment. It did not 
of itself seem to cause any impairment of liver function 
and was not as marked as the fatty infiltration usually 
seen in cases of alcoholic cirrhosis. 

[These findings are not surprising in the light of the 
patients’ food intake, which provided 4,000 to 5,000 Cal. 
per day and included 150 to 200 g. of fat. The patients 
found to have fatty livers had gained an average of 
16 Ib. (7-25 kg.) while in hospital.] P. C. Reynell 


1528. Some Factors Regulating the Structural Integrity 
of the Intrahepatic Bile Ducts with Special Reference to 
Primary Carcinoma of the Liver and Vitamin A. 

J. GILLMAN, C, GILBERT, and I. SPENCE. Cancer [Cancer 


(N.Y.)] 7, 1109-1154, Nov., 1954. 63 figs., bibliography. 


As part of an investigation into the aetiology of 


primary carcinoma of the liver, extensive experiments 
were carried out at the Witwatersrand University, 


Johannesburg, to determine factors regulating the in- 
tegrity of the intrahepatic bile ducts. In rats hyperplasia 
of the bile ducts was accomplished in several ways, 
including complete obstruction of the common bile duct, 
obstruction of the ducts draining three lobes of the liver, 
partial occlusion of the common bile duct, administra- 
tion of a fat-free diet lacking vitamin A, administration 
of thiourea, and also by various combinations of these 
methods. 

It was found that when antithyroid drugs were given 
to animals receiving a diet which lacked vitamin A, 
bile-duct hyperplasia was suppressed, and that a diet 


which did not contain vitamin A caused a far wider 
range of liver disease than any other known combination 
of nutrients. It is suggested that bile-duct hyperplasia 
is associated with a disturbance of the metabolism of 
cholic acid and cholesterol. [The original paper should 
be consulted for details of the methods employed and 

the exact findings.] G. Calcutt ~ 


INTESTINES. 
1529. Reflections on Regional Ileitis, Twenty Years Later 
B. B. Crown and H. D. JaNnowrrz. Journal of the 
American Medical Association [J. Amer. med. Ass.] 156, 
1221-1225, Nov. 27, 1954. 15 refs. 

Regional ileitis was originally described by the senior 
author and his associates in 1932 as “a clinical and 
pathological entity’’. It can still be described as a 
clinical entity, but “although the peculiar lymphatic 
blockage, intense follicular regeneration, and miliary- 
like tubercles with giant cell system formation are strictly 
characteristic of enteritis involving the terminal ileum, 
the similar pathological characteristics of non-specific 
inflammatory involvement of other segments of the small 
and, rarely, the large intestine deny to ileitis existence 
as a pure and isolated pathological entity’’. Whereas 
it is now evident that the disease is worldwide in distri- 
bution, there are grounds for belief that it was a rarity 
until 20 years ago. Its cause remains unknown; the 
theory of a bacterial origin has practically been elimi- 
nated, and there are many features which are hard to 
reconcile with a virus origin. Since patients with. 
regional ileitis appear never to have peripheral or other 
visceral granulomatous lesions it seems unlikely that the 
disease is a form of sarcoidosis, while there is little 
evidence implicating allergy, abdominal trauma, or 
psychosomatic influences. Experiments have shown that 
finely divided silicates given by mouth may be absorbed 
into, and block, the terminal ileal lymphatics, producing 
lesions of the intestine and regional lymph nodes re- 
sembling those of ileitis, and the most likely theory is 
that some noxious substance enters the lymphatics in 
the region of the ileocaecal valve from the intestinal 
stream, causing a productive inflammatory reaction. 

The histological features of the disease are charac- 
teristic, with localized submucosal lymphoid hyperplasia 
and the formation of non-caseating, tubercle-like giant- 
cell systems, together with lymphatic endothelial pro- 
liferation and sclerosing lymphangitis. Mucosal ulcera- 
tion is probably secondary to these changes. Although 
extensive involvement of the small intestine occasion- 
ally occurs, with the development of the sprue syndrome, 
in the vast majority of cases the lesion is limited to the 
terminal ileum, and to the new terminal ileum if it recurs 
after resection. In addition to the rare granulomatous 
lesions which may occur in the large intestine, chronic, 
non-specific, ulcerative colitis may be present in about 
5% of cases of regional ileitis, but the significance of the 
co-existence of the two diseases is not clear. 

In some well-established cases spontaneous remissions 
may occur, but few appear to go on to complete healing. 
There is no specific medical treatment for the condition, 
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such measures as may be employed, including the use of 
intestinal antiseptics and cortisone, being merely sup- 
portive. With the increasing length of follow-up studies 
after surgical extirpation or short-circuiting of the lesion, 
it has become evident that recurrence is much more 
frequent than was previously realized, and may occur as 
“ much as 19 to 24 years after the original operation. 
Operation is indicated only if certain complications 
occur, notably obstruction, fistula, or abscess formation. 
Whenever possible it should be deferred until the disease 
process appears to be “ burnt out”’’ and approaching 
the fibrotic stage, but progressive clinical deterioration 
may make this impossible. There is still no uniformity 
of opinion as to whether resection or ileo-colostomy with 
exclusion of the diseased bowel is the better operation, 
but the latter has a smaller operative mortality and tends 
to lead to healing of the lesion, and as recurrence may 
not occur for many years after the operation it has much 
in its favour. Norman C. Tanner 


1530. The Postdysenteric Syndrome 
S. M. Frerst and A. WERNER. Gastroenterology [Gastro- 
enterology] 27, 281-291, Sept., 1954. 3 figs., 12 refs. 


The factors responsible for persistent diarrhoea and 


. recurrent abdominal pain in patients who had recovered . 


from an acute dysenteric infection were investigated at 
the State University College of Medicine, Brooklyn, New 
York. Of 150 patients who were complaining of diar- 
rhoea and abdominal pain, 81 had had amoebic dysentery 
and 64 bacillary dysentery, Salmonella, Giardia lamblia, 
and Schistosoma japonicum being the other causative 
organisms. 
Bacteriological investigation showed that pathogens 
were still present in the faeces in 27 cases. Entamoeba 
histolytica was most frequently recovered; it was found 
in 22 instances, in 10 of which the original infection was 
bacillary dysentery. Gastric analysis with alcohol or 
histamine stimulation revealed a high incidence of 
achlorhydria; 19 patients had complete histamine- 
resistant achlorhydria and 21 had hypochlorhydria. On 
sigmoidoscopy evidence of ulcerative colitis was found 
in 12 cases, in 7 of which there was a history of amoe- 
biasis, in 4 a history of bacillary dysentery, and in one 
a mixed infection. An analysis of the diets of the patients 
showed that 121 had developed a food allergy, milk 
being the responsible allergen in most cases. ~ 

[The high incidence of achlorhydria and hypochlor- 
hydria and of food allergy resulting from different types 
of .trauma to the intestinal mucosa is an interesting 
phenomenon.] R. Schneider 


1531. Chronic Ulcerative Colitis: Early and Late 
of 124 Patients with Ileac Stomas 

A. G. Rocers, J. A. BARGEN, and B. M. BLack. Gastro- 

enterology (Gastroenterology] 27, 383-398, Oct., 1954. 

22 refs. 


This paper describes the immediate effects and end- 
results of ileostomy in the treatment at the Mayo Clinic 
of 124 patients: (70 male, 54 female) with ulcerative 
colitis during the 10-year period 1940-9, such cases 
representing 5% of all cases of colitis seen at the clinic 


during that period. Information regarding 93% of the 
group was available up to 1952. 

Of the 124 patients, 57 (46%) had died by 1952, 29 
during their initial stay in hospital and 7 during a sub- 
sequent admission. In 22 of these 36 cases death was 
due to peritonitis, in some cases caused by perforation 
of the ileum proximal to the stoma or of the diseased 
colon following the ileostomy or some further operation, 
Of the later deaths, 8 were due to metastatic carcinoma, 
one to multiple abscesses of the liver, one to pulmonary 
embolism, and one to occlusion of the femoral artery; 
in 10 cases the cause of death was not ascertained. 

Intestinal obstruction was the commonest post- 
operative complication and occurred in 57 cases, a variety 
of mechanisms—such as stenosis, prolapse or retraction 
of the ileostomy, intraperitoneal adhesions, volvulus, 
metastatic cancer, and ileitis—being responsible. _Ileitis, 
usually causing haemorrhage from the ileostomy, 
occurred in 26 cases, while psychological disturbances 
due to maladjustment to the presence of the ileostomy 
developed in 9 cases. In no less than 45 cases revision 
of the ileostomy was necessary because of prolapse (17 
cases), stenosis (15 cases), or fistula formation (13 cases). 
It was found that among the 30 patients with a skin- 
grafted ileostomy there were no instances of prolapse, 
but stricture formation was observed a little more fre- 
quently than among those with more orthodox types of 
ileostomy. 

Altogether 73% of patients required further surgical 
treatment, the average number of additional operations 
being 2-5. Subtotal colectomy was performed in 55% 
and abdomino-perineal resection in 35% of the whole 
series. Symptoms of colitis persisted after establish- 
ment of the stoma in 41% of cases. On the other hand 
body weight and haemoglobin level were generally 
restored to normal within one year of ileostomy, even 
in the presence of evidence of continued inflammation, 


while many of the patients have enjoyed excellent health - 


since the operation. Three of the men and 6 of the 
women have married since establishment, of their ileo- 
stomy,-and there have been 5 pregnancies amongst the 
female patients, all proceeding satisfactorily to term 
[apparently with delivery per vias naturales]. 

[The somewhat gloomy picture painted by this report 
cannot be considered representative of the results of 
surgery at the present day, as was repeatedly pointed out 
in the subsequent discussion. The immediate mortality 
with ileostomy and primary colectomy is now less than 
5% in many series, while with the modern technique of 
immediate muco-cutaneous suture at the ileostomy late 
stricture formation and complications such as obstruc- 
tion, ileitis, and haemorrhage due to stenosis can be 
largely eliminated. It should be noted, however, that 
the cases reported here constituted only the worst 5% of 
all cases of ulcerative colitis treated during the period, 
and it is probable that the mortality with continued 
medical treatment would have been very high. The 
subsequent death of 8 patients from metastatic carcinoma 
emphasizes the necessity for performing not only ileo- 
stomy, but also excision of the diseased colon, in the 
surgical treatment of ulcerative colitis.] 

J. C. Goligher 
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1532. Cheyne—Stokes Respiration. An Oximeter Study 
H. R. and H. Kope_Man. British Medical 
Journal (Brit. med. J.| 2, 1439-1444, Dec. 18, 1954. 
7 figs., 22 refs. 


At the Postgraduate Medical School of London the 
changes in oxygen saturation of arterial blood were 
studied in 5 patients with chronic Cheyne-Stokes re- 
spiration by means of an ear oximeter. Detailed reports 
are given of 2 of the cases. The highest arterial oxygen 
saturation occurred during the period of apnoea, and 
the lowest during the hyperpnoeic phase. This is con- 
sidered to be due to prolongation of the lung-to-brain 
circulation time (as deduced from the arm-to-ear cir- 
culation time). The presence of cardiac disease causing 
prolongation of the circulation time is probably necessary 
for the production of chronic Cheyne-Stokes respiration 
in a patient suffering from cerebral lesions interrupting 
the cortical pathways to the respiratory centre. The 
effects of administration of oxygen, carbon dioxide, and 
aminophylline on the condition and on arterial circula- 
tion were also studied. - A. I. Suchett-Kaye 


1533. Treatment of Angina Pectoris with Cinchona 
Alkaloids 

J, E. F. RiseEMAN, L. A. STEINBERG, and G. E. ALTMAN. 
Circulation [Circulation (N.Y.)] 10, 809-823, Dec., 1954. 
2 figs., 35 refs. 


The comparative efficacy of a number of drugs, 
including cinchona alkaloids, in the treatment of 32 
patients with angina pectoris was studied at the Beth 
Israel Hospital, Boston. The drugs were the sul- 
phates of quinidine, quinine, cinchonine, cinchonidine, 
and cinchamidine, procainamide, chloroquine, penta- 
quine, chlorguanide ’’ (proguanil), glyceryl trinitrate 
(nitroglycerin), and pentaerythrityl tetranitrate. A 
placebo was given for control purposes. The patients 
were seen once a week, when a standardized exercise 
tolerance test was performed, and one or other of the 
drugs was prescribed for the following week. The 
exercise tolerance test is considered the most valuable 
method of assessing the effect of a drug since there is 
close correlation between the results and the response to 
treatment in daily life. 

It was found that quinidine, quinine, cinchonidine, and 
cinchamidine were of considerable value in angina 
pectoris, there being marked or moderate response in. 
40 to 60% of the patients; the response to cinchonine 
was slight. The patients most likely to show improve- 
ment after taking these cinchona alkaloids were those 
who responded well to glyceryl trinitrate. The increase 
in exercise tolerance induced by quinidine persisted for 
2 to 3 weeks after the drug was withdrawn. 

It is considered probable that the cinchona alkaloids 
are effective in angina pectoris as a result of a vasodilator 
action, which is attributed to the presence of a quinoline 


ring; this, the authors suggest, would explain why 
chloroquine and pentaquine are effective while proguanil, 
which has a phenol ring, is not. Quinine sulphate is 
regarded as the drug of choice because of its low toxicity 
and low cost. 


E. G. Rees 


DIAGNOSTIC METHODS 


1534. Simplified (ABC) Electrocardiography. [In 
English] 

E. R. TretHewie. Cardiologia [Cardiologia (Basel)] 25, 
331-343, 1954. 12 figs., 3 refs. 


A three-lead system of electrocardiography is intro- 
duced based on 4 chest electrodes. The common (posi- 
tive) electrode is applied at the xiphisternum, and by 
combination of this in turn with electrodes on the 
manubrium sterni, in the left mid-axillary line, and on 
the right lower ribs posteriorly (Leads “A”, “B”’, 
and “*C’”’) tracings are obtained representing vertical, 
horizontal, and sagittal linear derivations respectively. 
The author claims that this system gives a more reliable 
representation of electrical abnormalities than the 
orthodox 12-lead system, and some [unconvincing] 
illustrations of this superiority are given. [A major 
disadvantage appears to be the close proximity of the 
common (xiphisternal) lead to the anterior surface of 
the heart, giving disproportionate emphasis to right 
ventricular potentials in each of the three leads.] 

J. A. Cosh 


1535. ‘* Isolated ’? T-wave Negativity in the ‘‘ Ischemic 
Phase ’’ of Myocardial Infarction in Man 

R. C. SCHLANT, H. D. Levine, and C. C. BAILEY. Cir- 
culation [Circulation (N.Y.)] 10, 829-842, Dec., 1954. 
9 figs., 30 refs. 


On the basis of the findings in 6 cases of myocardial 
infarction at Peter Bent Brigham and New England 
Deaconess Hospitals, Boston, and one seen Lad ore 
practice, the hypothesis is advanced that “‘ inversion of 
the T waves, restricted to, or predominant in, circum- 
scribed areas of the precordium, may precede, herald, 
or, at times, constitute an integral part of the electro- 
cardiographic sequence of acute infarction of the anterior 
wall of the heart’’. When such changes are recorded 
the Q-T interval is generally normal (as in 5 cases in this 
series), but it may be shortened or lengthened. In 5 
of the cases in this series the inversion of T was recorded 
in Leads V3 and V4, in one in Leads V2 and V3, and in 
one in Leads V4 and Vs. In 4 of the cases the inversion 
of T was accompanied by such evidence of tissue break- 
down as fever, leucocytosis, and a raised erythrocyte 
sedimentation rate. In 6 of the cases the inversion of T 
was followed by “ electrocardiographic alterations diag- 
nostic of acute myocardial infarction’ after intervals 
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ranging in length from 10 hours to 5 years. In the 
seventh case “ more profound changes never developed ”’. 
It is suggested that this inversion of T “* may be a clinical 
analogue of the brief T-wave inversion which has been 
observed early in experimental coronary -artery com- 
pression ’’ and that patients in whom it occurs should be 
kept under careful observation. 


William A. R. Thomson 


1536. The Misinterpretation of Electrocardiograms with 
Postprandial T-Wave Inversion. 

I. RocHuin and W. L. J. Epwarps. Circulation [Cir- 
culation (N.Y.)] 10, 843-849, Dec., 1954. 2 figs., 7 refs. 


From the Medical College of Alabama details are 
given of 4 cases, in patients aged 34 to 46, in which a 
mistaken diagnosis of coronary arterial disease was made 
on the basis of flattening or inversion of the T wave in 
electrocardiograms (ECGs) from bipolar or lateral V 
leads. Investigation showed that these changes, which 
were temporary, could be induced by giving a high- 
carbohydrate diet (100 g.), and prevented by the simul- 
taneous oral administration of potassium chloride. In 
2 of the cases insulin was administered and was found 
to produce the same effect. 

The effect of a high-carbohydrate diet on the ECG 
was then investigated in 85 healthy young adults and 47 
patients, 9 of whom had arteriosclerotic heart disease, 
whereas the remainder had no cardiac abnormality. 
Among the healthy adults the diet induced no change 
or a very slight change in 30 cases, diminished T-wave 
voltage in 54, and inversion of T in one. Changes in 
frontal vector angle of more than 15 degrees were noted 
in 19 cases, and in spatial vector angle of more than 
20 degrees in 7. Ventricular gradients were measured 
in 62 subjects, and 28 showed a change of more than 10%. 
Neither the changes in vector angle nor those in ventri- 
cular gradient were consistent. The changes found in 
the ECG of the 47 patients, with and without arterio- 
sclerotic heart disease, were comparable to those occur- 
ring in the normal subjects. It is therefore concluded 
that, both in the healthy and the arteriosclerotic heart, 
“‘ high-carbohydrate meals can be responsible for fiat- 
tening or inversion of the T wave in bipolar leads or in 
any V lead”’. 

[This demonstration of the changes that can be induced 
in the ECG by giving high-carbohydrate meals indicates 
once again the need for care in diagnosing coronary 
arterial disease on the basis of ECG findings unsupported 
by full clinical investigation.]' 


William A. R. Thomson 


1537. Postoperative Changes in the Electrocardiogram 
in Congenital Heart Disease. I. Pure Pulmonary 
Stenosis. II. Coarctation of the Aorta and Patent 
Ductus Arteriosus 


B. LANDTMAN. Circulation [Circulation (N. Y.)] 10, 859-. 


870 and 871-886, Dec., 1954. 17 figs., bibliography. 


The author has studied the electrocardiographic 
changes occurring in children after the surgical correction 
of pure pulmonary stenosis, of uncomplicated aortic 
coarctation, and of patent ductus arteriosus at the Johns 
Hopkins Hospital, Baltimore. An 11-lead electrocardio- 


gram (ECG) was taken in each case before operation 
and again after any transient postoperative effects had 
subsided, and the two tracings were then compared in 
respect of 60 electrocardiographic particulars ”’. 

_ Of 46 cases of pure pulmonary stenosis subjected to 
pulmonary valvotomy, the ECG in 40 showed a decrease 
in amplitude and in 33 in duration of P. In 41 cases 
there was a decrease in the angle of electrical axis, 
There was a diminution in the amplitude of R in Lead V, 
in 40 cases, the average amplitude being about half that 
found before operation, and in Leads III, aVx, and aV, 
in the majority of cases. .The average amplitude of R 
in Lead Vs was slightly increased. In 36 out of the 42 
cases in which an S wave was recorded in Lead Vs before 
operation its amplitude was diminished after operation, 
In 41 cases the positive R deflection in Lead, aV_ was 
greater than the negative S deflection before operation; 
this R : S ratio decreased after operation in all 41 cases 
and remained positive in only 14 instances. In 35 cases 
the time of onset of the intrinsicoid deflection in Lead V 
was decreased after operation. The S-T segment, which 
was depressed in one or more leads in 38 cases before 
operation, became normal in all leads in 20 of these. 
The average amplitude of the negative T wave in Lead V; 
was slightly decreased. In the 12 patients in this group 
who underwent cardiac catheterization before and after 
operation the right ventricular systolic pressure fell by 
an average of about 60 mm. Hg. There was a positive 
correlation between the amount of this fall and the degree 
of electrocardiographic change. . 

Suture-ligation of a patent ductus arteriosus was 
carried out on 73 patients (62 under the age of 10 years). 
In 35 cases the amplitude and in 45 cases the duration 
of P was decreased after the operation. The duration 


‘of the Q-T interval was above the average before opera- 


tion in 48 cases; it fell postoperatively in 30 of these. 
In 40 cases there was an increase in the angle of electrical 
axis. The amplitude of R in Lead Vs was decreased in 
66 cases and that of S in Lead V; in 55 cases. In 53 
cases the R : S ratio in Lead Vs was diminished, and in 
55 cases the time of onset of the intrinsicoid deflection 
was decreased. In 18 out of 25 cases S-T depression 
in Leads I, Vs, or aVr was abolished postoperatively. 
There was generally a positive correlation between the 
size of the ductus and the changes in the ECG. Essen- 
tially similar changes were seen in the ECG after the 
surgical correction of aortic coarctation in 41 patients 
(37 of whom were under the age of 15 years), a posi- 
tive correlation being observed between the degree of 
these changes and the fall in the systolic blood pressure 
in the arm. 

The author suggests that the postoperative changes 
observed in the ECG in these conditions are largely due 
to the diminution of load on the ventricles, and provide 
an indication of the cardiographic patterns associated 
with right ventricular strain in cases of pulmonary 
stenosis and with left ventricular strain in cases of patent 
ductus arteriosus and coarctation of the aorta. He also 
suggests that the ECG offers a sensitive means of 
measuring the degree of ventricular load in such cases, 
and of evaluating the benefit derived from operation. 

D. Emslie-Smith 
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1538. Atrial Septal Defects in Children. A Clinical 
Study with Special Emphasis on Indications for Operative 


Repair 

J. L. Braupo, A. S. Napas, A. M. RUDOLPH, and 
E. B. D. NEuHAUSER. Pediatrics [Pediatrics] 14, 618- 
631, Dec., 1954. 13 figs., 21 refs. 


_ The clinical and physiological features of atrial oduua 
defect as observed in 32 patients at the Children’s Medical 
Center, Boston, are described and the indications for 
surgery are discussed. The diagnosis was confirmed in 
21 of the patients by the passage of a catheter through 
the defect, at operation or at necropsy. In the remaining 
11 patients the finding of a significant left-to-right atrial 
shunt did not permit differential diagnosis from pul- 
monary venous anomaly. 

The only constant clinical finding was a heart murmur, 
present since birth in 5 patients and discovered after 


the age of 5 years in 7. Other features included exercise. 


intolerance of varying degree in 18, severe respiratory 
infection in 6, and episodes of right heart failure in 6. 
It is stated that 12 of the children were considered to be 
normal except for the presence of the heart murmur. 
In 29 patients there was a soft, blowing, systolic murmur 
at the second or third left intercostal space, transmitted 
well to the apex. Low-frequency diastolic murmurs 
were frequently audible at the apex and lower left 
sternal border, while a widely-split second pulmonary 
sound was common. In 7 children a mild pulmonary 
stenosis was also present. Neither cyanosis nor club- 
bing was observed. Some degree of hepatomegaly was 
found in 12 patients, but the liver was not tender or 
pulsatile. Radiological examination revealed right ven- 
tricular enlargement, atrial enlargement, a prominent 
pulmonary artery segment, and pulmonary vascular en- 
gorgement with “ hilar dance”’. The electrocardiogram 
showed incomplete right bundle-branch block in all 
patients and evidence of right ventricular hypertrophy 
in 21. 
25 mm. in height were common findings. On cardiac 
catheterization left-to-right auricular shunt was found 
in all cases. Right ventricular pressure was within 
normal limits in the majority of patients and pulmonary 
vascular resistance was average or decreased in all except 
3 of them. 

The authors point out that the differential diagnosis 
is from: (1) rheumatic heart disease; (2) left-to-right 
shunt due to anomalies of pulmonary venous. drainage, 
ventricular septal defect, or patent ductus arteriosus; 
and (3) pulmonary arterial hypertension, including 


Eisenmenger’s syndrome. Partial anomalous pulmonary | 


venous drainage may be very difficult to distinguish from 
atrial septal defect. Angiography or the passage of a 
catheter from the right auricle into the anomalous pul- 
monary vein may help, and the presence of apical 
systolic and presystolic murmurs without a significant 
systolic murmur in the second left interspace, along with 
the absence of incomplete right bundle-branch block, 
should suggest a diagnosis of anomalous pulmonary 
venous drainage. 


First degree A-V block and a P wave more than. 
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The only major consequence of large atrial septal 
defects in those children observed at rest was the increase 
in right ventricular work without significant pulmonary - 
hypertension. The principal cause of death was con- 
gestive failure. The life expectancy of a patient with an 
atrial defect appeared to be the same as that of a patient 
with patent ductus or coarctation of the aorta. The 
authors state that observation of a number of adults 
(not included in this series) indicated that a significant 
number who had been entirely asymptomatic during the 
first and second decades of life became severely handi- 
capped in the third and fourth decades. 

Surgical treatment should be considered only in those 
patients with a large left-to-right shunt; it should 
certainly be carried out in those with marked limitation 
of exercise tolerance or signs of congestive failure, and 
probably in those who have marked cardiomegaly or 
pulmonary hypertension. As the authors point out, 
however, it has been suggested by some that an atrial 
septal defect acting as an escape valve may prolong 
the life of a patient with severe pulmonary vascular 
obstruction. T. Semple 


1539. Intracardiac Left-to-Right Shunt with Pulmonic 
Stenosis 

A. M. Rupo.pn, A. S. Napas, and W. T. GoopALe. 
American Heart Journal [Amer. Heart J.] 48, 808-816, 
Dec., 1954. 4 figs., 6 refs. 


The clinical features in 10 cases of left-to-right intra- 
cardiac shunt associated with pulmonary stenosis seen — 
at the Children’s Medical Center, Boston, are discussed. 
Of the 10 children, 6 had auricular defects, 3 had ventri- 
cular defects, and one had an ostium auriculoventriculare 
commune. None had symptoms referable to the cardio- 
vascular system, and in all cases blood pressure was within 
normal limits. Cyanosis was not observed, but in 6. 
patients there was some [unspecified] chest deformity. 
In all cases cardiomegaly, or hyperactive cardiac impulse, 
a precordial systolic thrill, and a harsh systolic murmur 
in the second left space were present, while in 9 there 
-was an apical mid-diastolic murmur. In the patients 
with a ventricular septal defect a systolic thrill and 
murmur at a lower level were noted, and the second 
pulmonary sound was less widely split than in the patients 
with an atrial defect. Radiologically there was right 
ventricular enlargement and pulmonary plethora, while 
the electrocardiogram showed incomplete right bundle- 
branch block with right ventricular hypertrophy. 

Features of the differential diagnosis from isolated 
pulmonary stenosis, auricular defect, or ventricular 
septal defect are set out in a table [and cannot easily be 
abstracted], and phonocardiograms of auricular and 
ventricular septal defects and pulmonary stenosis are 
reproduced. 

Observation of the haem revealed normal 
systemic but increased pulmonary blood flow. Right 
ventricular pressure was increased but did not reach 
systemic levels. In all cases catheterization suggested 
valvular stenosis. The more stenotic valves were asso- 
ciated with a higher right ventricular pressure and a 
smaller left-to-right shunt. ; 
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Necropsy on one child who died after operation did 
not reveal evidence of pulmonary stenosis, and the 
authors suggest that the stenosis may have been func- 
tional, relative to the increased blood flow in the right 
outfiow tract. In another case after closure of a septal 
defect all signs of pulmonary stenosis disappeared. 

The authors conclude that pulmonary stenosis with 
left-to-right shunt can be diagnosed clinically by the 
presence of a rough, left upper, systolic murmur together 
with hyperactive cardiac impulse, a mid-diastolic apical 
murmur, and pulmonary plethora. If the shunt is large, 
closure of the defect is advisable even when mild pul- 
monary stenosis is present. F. Starer 


CHRONIC VALVULAR DISEASE 


1540. The Effect of Mitral Valvotomy on Cardio- 
respiratory Function 

O. L. Wape, J. M. Bishop, and K. W. DonaALp. Clinical 
Science [Clin. Sci.) 13, 511-533, Nov., 1954. 13 figs., 
7 refs. 


The authors report the results of extensive physio- 
logical measurements of cardio-respiratory function in 
10 patients with mitral-valve disease who were studied 
at Queen Elizabeth Hospital, Birmingham, before’ and 
6 to 9 months after undergoing mitral valvotomy. 
The results of the preoperative studies and the methods 
employed were described in the authors’ previous paper 
(J. clin. Invest., 1954, 33, 1146; Abstracts of World 
Medicine, 1955, 17, 118). Briefly, observations were 
made before, during, and after a 5-minute period of 
exercise on a bicycle ergometer, each patient performing 
the same amount of exercise as he had been just able to 
tolerate before operation without distress; measurement 
of the maximum consumption of oxygen during this 
exercise period gave an objective measure of the pre- 
operative disability. The physiological functions 
measured were: oxygen saturation of mixed venous and 
arterial blood, difference in arterio-venous blood oxygen 
content, cardiac output, heart rate, stroke volume, pulse 
rate, brachial arterial pressure, oxygen consumption 
during exercise, pulmonary ventilation, percentage of 
oxygen extracted from inspired air, oxygen debt, respira- 
tory quotient, maximum breathing capacity, pulmonary 
arterial pressure, pulmonary arteriolar resistance, and 
right ventricular work against pressure, some of these 


values being obtained by direct measurement and some — 


by calculation. 

In general, successful operation produced profound 
changes in the direction of normal, particularly in regard 
to cardiac output and arterio-venous oxygen difference 
during exercise. The reduction in pulmonary arterial 
pressure during exercise, however, was only slight, and 
it seemed that the work of the right ventricle was in 
some cases greater after operation than before, because 
of the greater amount of exercise that could be tolerated. 
The danger of eventual right ventricular failure in these 
cases is discussed. 

[The original paper contains a wealth of important 
data presented in the form of tables and graphs which 
cannot readily be abstracted.] Bernard Isaacs 


1541. The Surgical Correction of Mitral Insufficiency 


by the Use of Pericardial Grafts 

C. P. W. L. JAMIson, A. E. Bakst, H. E. Boxton, 
H. T. NicHois, and W. GEMEINHARDT. Journal of 
Thoracic Surgery thorac. Surg.] 28, 551-603, 
1954. 37 figs., 17 refs. 


Of 984 patients with mitral disease treated surgically 
by the authors at the Hahnemann and Doctors Hospitals, 
Philadelphia, 635 (64:5%) were found to have pure 
mitral stenosis, while 349 had some degree of mitral 
insufficiency, alone in 56 cases (5-7%) and combined 
with mitral stenosis in 293 (29-8%). Although in many 
cases the regurgitation was clinically unimportant, there 
was abundant evidence that this condition, when well 
developed, can be more crippling than mitral stenosis. 
' After discussing the physiological and pathological 
classification of mitral regurgitation the authors point 
out that in most cases there is a relative or actual defi- 
ciency of valve substance. Any surgical method of 
treating mitral regurgitation, therefore, must provide 
additional tissue which will fill the gap during ventricular 
systole. The first technique tried by the authors was to 
make a “‘ hammock ”’ or “ sling ’’ out of a pedicled tube 
of pericardium placed loosely below the valve so that it 
would fall into the ventricle when the valve was open and 
be flung back against the orifice on systole. A mortality 
of 38% in 52 cases and a high complication rate led to 
this procedure being abandoned. 

A technique has now been developed to occlude the 
posterior part of the valve where the leak is usually most 
serious, leaving the central blood channel and region of 
the anterior commissure patent. This is accomplished 
by means of a strip of pericardium, one end of which is 
threaded through perforations in each leaflet of the valve 
and then passed through an “eye” in its other end, 
thus forming a “* noose’ which can be tightened to any 
desired degree by traction on the free end, which is then 
fixed to the atrial or ventricular wall. With this opera- 
tion there was a mortality of 27-8°% among 72 cases, 
mostly from ventricular fibrillation, other complications 
including excessive blood loss and, later, fibrotic con- 
traction of the pericardial strip. Another procedure 
which has been tried is to place a heavy tubed pedicle 
across the posterior part of the valve on its urider surface. 
This is carried out by introducing the pedicle obliquely 
through the ventricle and controlling its position with 
the finger in the auricle. This operation has been per- 
formed 7 times without loss. A follow-up of all cases 
in which pericardium has been introduced into the heart 
suggests that this tissue is more durable than has some- 
times been suggested. Isolated strips will shrink and 
become non-elastic, but they persist for upwards of 2 
years, while pedicle grafts fare much better. 

The use of a left ventricular circulatory by-pass has 
proved of considerable value during operation. A 
Gemeinhardt pump is used, one cannula being introduced 
through the left pulmonary vein into the auricle and the 
other into the aorta through an incision made in the left 
subclavian artery. The amount of heparin required to 
keep the apparatus free from clotting is much less than 
would be necessary for a full extra-corporeal circulation, 
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ventricular wall below the anterior commissure of the 
valve, its belly passing through the deficiency, and th: 
other end being attached above the level of the valve to 
the auricular wall (see figure). 


_and this limited shunt, is most efficient in providing a 


satisfactory coronary flow during manipulation of the 
heart. 

The operative procedures are described in detail and 
the selection of the appropriate operation for the indivi- 
dual case is discussed fully. T. Holmes Sellors 


1542. The Surgical Correction of Mitral Insufficiency 
D. E. HARKEN, H. BLAck, L. B. ELuis, and L. Dexter. 


Journal of Thoracic Surgery [J. thorac. Surg.] 28, 604- 


627, Dec., 1954. 15 figs., 12 refs. 


On the basis of their experience in the surgical treat- 
ment of more than 1,000 cases of mitral disease at the 
Peter Bent Brigham and City Hospitals, Boston, the 
authors discuss the morphological and haemodynamic 
aspects of the pathology of mitral insufficiency. They 
suggest that there are five main types of incompetent 
mitral valve resulting from rheumatic inflammation, the 


‘characteristics of which are as follows. (1) Absolute 


loss of leaflet substance due to ulceration and contrac- 
tion, damage to the aortic leaflet producing the most 


severe form of insufficiency. (2) Relative loss of leaflet 


substance associated with dilatation of the mitral ring. 
(3) A directional type in which a rigid stenotic opening 
faces into the left ventricular outflow tract in such a 
way as to prevent its obstruction by the ventricular wall 
in systole. (4) Malocclusion of the orifice owing to 
inability of the calcified and irregular valve edges to 
come together or “‘ seat’’ properly. (5) Combination 
of fusion of leaflet margins and heavy calcification at the 
anterior commissure with loss of leaflet substance postero- 
medially. 

In discussing the problem of surgical correction of 
mitral insufficiency the authors criticize the pericardial- 
sling type of operation, their objections being that the 
grafts either do not survive or become fibrosed, that they 
may become the seat of thrombus formation, and that 
the sling may become Wedged in the orifice. In their 
experience, techniques aiming at reduction in size of the 
mitral ring by plicating sutures have met with little 
success. The procedure with which they have obtained 
the most promising results is what they refer to as the 
“ spindle-baffle ’’ operation, the evolution of which they 
describe. In the original technique they used a “ lucite ” 
ball sutured to the ventricular wall below the deficient 
leaflet as a prosthesis to supplement valve substance. 
This was introduced into the auricle and guided into 
position through the valve, the intention being that con- 
traction of the myocardium during systole would thrust 
it into the orifice. Unfortunately dilatation of the 
ventricle prevented this occurring and none of the 8 
patients treated in this way survived any length of time. 

The next development was to use a bottle-shaped lucite 
prosthesis placed along the axis of the valve, the neck of 
the “‘ bottle’ being fixed anteriorly. Out of 24 patients 
operated on by this technique, 7 died following the opera- 
tion and 7 later, 5 of them from emboli formed on 
exposed suture material. Of the 10 survivors there has 
been “substantial improvement’? in 8. The final 
improvement was to use a spindle-shaped lucite baffle 
fixed so as to avoid the intracardiac exposure of sutures, 
the narrower end of the spindle being attached to the 


Cut-away diagram showing the position of the spindle-baffle. 


During all the manipulations the surgeon’s finger 
introduced into the auricle is of the greatest help in 
ensuring accurate placing and a good mechanical result. 
So far, 17 patients have been treated by this method with 
3. operative deaths and one later death. The results in 
the survivors are considered sufficiently promising to 
warrant continued trial of the operation. 

T. Holmes Sellors 


1543 Extra-auricular Mitral Valvotomy 
H. BADEN and F. THERKELSEN. Thorax [Thorax] 
9, 340-343, Dec., 1954. 1 fig., 7 refs. 


As the number of patients subjected to operation for 
the relief of mitral stenosis increases, more cases are 
being found in which it is impossible to enter the left 
atrium through the appendage because of its obliteration 
by thrombosis or previous operation. In this com- 
munication from the Rigshospital, Copenhagen, the 
authors discuss 2 such cases, and include a third in which 


‘mitral valvotomy through the base of the right inferior 


pulmonary vein was combined with right lower lobec- 
tomy far abscess of the lung. 

In the first case the appendage had been amputated 
at a previous operation for valvotomy, and in the second 
case operation had been abandoned on discovery of a 
shrivelled and thrombotic appendage. At the second 
operation in both cases the valve was approached through 
the left atrium, the cardiotomy being controlled by a 
purse-string suture and a row of stay sutures on either 
side of the incision; its closure presented no difficulty. 
In all 3 cases “‘ finger-fracture ” of the valve was possible, 
the finger on 2 occasions being armed with a Holmes 
Sellors finger-nail knife. (In an addendum 4 further 
cases operated upon in a similar way are mentioned.) 

[The most interesting feature in this paper is a reference 
to work at the Rigshospital (soon to be published) on 
the pre- and post-operative use of anticoagulants to 
prevent the formation of fresh thrombi in cases of auri- 
cular fibrillation. On the day of operation prothrombin 
values close to 20% are said to be reached and the few 
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patients operated upon so far after this treatment have 
not shown any increased tendency to bleed.] 
A. M. Macarthur 


1544. Clinical and Laboratory Manifestations of the 
Postcommissurotomy Syndrome 

S. K. Evsrer, H. F. Woop, and R. D. Ameritan 
Journal of Medicine [Amer. J. Med.] 17, 826-838, Dec., 
1954. 5 figs.,34 refs. 


At the Mount Sinai Hospital, New York, 16 patients 
who had been subjected to commissurotomy for mitral 
stenosis were followed up for periods of 14 days to 
15 months. Of 10 patients who developed the post- 
commissurotomy syndrome, 7 had multiple attacks, the 
total number of attacks being 22. The chief features 
of the syndrome were chest pain, pyrexia, and signs of 
pericarditis and pleural effusion. Cough, haemoptysis, 
dyspnoea, and arthralgia occurred less consistently. 
Administration of antibiotics or sulphonamides was 
without effect. The response to the C-reactive protein 
test, which was positive in 14 out of 16 instances, was 
the most sensitive index of the presence of the post- 
commissurotomy syndrome; it was far more useful in 
prognosis and in planning the management of these 
cases than the erythrocyte sedimentation rate or the 
antistreptolysin-O titre. Aspirin appeared to shorten 
the duration of the condition; it was given in a dosage 
of 2-4 g. daily, increasing to 3-6 g. insome cases. [These 
doses seem rather small.] A. Schott 


1545. The Experimental Production and Correction of 
Mitral Insufficiency 

E. S. Hurwitt, P. W. Horrert, and R. FERREIRA. 
Surgery [Surgery] 37, 15-31, Jan., 1955. 11 figs., 
19 refs. ‘ 


. DISTURBANCES OF RHYTHM 


1546. Ventricular Fibrillation during Cardiac Surgery 
B. B. Mirstern and R. Brock. Guy’s Hospital Reports 
[Guy’s Hosp. Rep.] 103, 213-259, 1954. 15 figs., 48 refs. 


Until recently ventricular fibrillation was regarded as 
uniformly lethal, but since 1942 17 cases of recovery 
have been reported. In this paper the authors make a 
detailed study of 30 cases in which ventricular fibrillation 
was encountered during operations on the heart at Guy’s 
Hospital, London. Defibrillation was achieved on 20 
occasions and 9 of the patients recovered. 

Analysis of the precipitating causes suggests that myo- 
cardial anoxia is thé most potent factor in such cases. 
This may result from inadequate pulmonary ventilation 
or from obstruction to the circulation during cardiac 
manipulation, and in either case is accompanied by 
respiratory acidosis. No single anaesthetic agent can 
be implicated, though cyclopropane is recognized as 
being liable to produce rapid changes in the pH of the 
blood. A sudden loss of blood, even though small, may 
precipitate ventricular fibrillation, especially if the heart 
is already diseased. Of the many drugs known to-cause 
ventricular fibrillation, adrenaline is the one of most 
importance in cardiac surgery, being frequently used in 


cases of cardiac asystole, which it may convert to fibril- 
lation; moreover, in cases of cyanotic heart disease 
diodone injected intravenously may diminish the coronary 
flow below the critical level by causing a general lowering 
of the blood pressure. 

If the circulation fails during an operation on the open 
thorax the diagnosis of ventricular fibrillation can be 
made by direct inspection of the heart. When the 
thorax has not been opened the authors suggest that 
** if pulse has disappeared, the diagnosis should be made 
by immediate thoracotomy”. Cardiac massage can 
then be started efficiently with the hand or hands directly 
on the heart, and an adequate cerebral and coronary 
circulation maintained. The pressure used should be 
firm enough to produce a palpable radial pulse with a 
rate of 50 to the minute for a period of at least 10 minutes 
or until normal rhythm is restored. The dangers of 
damage and bruising to the myocardium by careless or 
prolonged massage are pointed out. At the same time 
the coronary circulation can be improved by placing the 
patient in the head-down position and by giving a direct 
aortic transfusion, preferably of fully oxygenated blood 
(1 pint (568 ml.) ina minute). This may help to improve 
the myocardial tone. If there is obstruction to the cir- 
culation by stenosis of the pulmonary, mitral, or aortic 
valve this must be relieved as soon as possible in spite of 
the condition of the heart. .The role of drugs in the treat- 
ment of ventricular fibrillation is debatable. On the 
whole it would appear that procaine hydrochloride (50 
to 200 mg.) injected into the ventricle is beneficial, and 
that calcium chloride (5 ml. of 1% solution) similarly 
injected makes a feeble fibrillation more coarse and may 
even lead to restoration of normal rhythm. As has been 
mentioned, adrenaline seems to be dangerous in the 
early stages, but later may be of service in converting 
fine into coarse fibrillation and strengthening the heart 
beat after defibrillation. Electrical defibrillation entails 
the delivery of a current of 1 amp. for } to 4 second to 
the myocardium with the aim of bringing the fibres to a 
standstill; contraction then restarting with a coordinated 
beat. The shock may be repeated, but the risk of burning 
the muscle and producing gas bubbles in the coronary 
vessels cannot be ignored. In the authors’ series this 
method was attempted on 14 occasions (10 patients) and 
was effective on 6 of these. 

It is emphasized that if ventricular fibrillation is to be 
treated successfully an adequate circulation must be 
maintained from the earliest possible moment after the 
onset in order to minimize cerebral and myocardial 
damage from anoxia. The fibrillation itself must be 
checked as quickly as possible, though the authors record 
one remarkable case ift which recovery occurred after 
fibrillation had persisted for nearly 14 hours. 

[The case reports and the many electrocardiographic 
records reproduced make this long article a most valuable 
contribution to the subject.] : T. Holmes Sellors 


1547. Factors Concerned in the Genesis of Cardiac 


Arrhythmias 

A. M. Wepp and S. M. TENNEY. 
Medicine [Ann. intern. Med.) 41, 935-941, Nov., 1954. 
5 figs., 8 refs. 
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BLOOD VESSELS 


1548. Surgical Treatment of Coarctation of the Aorta 
in the Adult 

D. P. Boyp. American Surgeon [Amer. Surg.} 20, 1246- 
1249, Dec., 1954. 1 fig. 


The author expresses the view that the ideal age for 


excision of coarctation of the aorta is the early teens, 
as at this time the diameter of the aorta is reasonably 
large and atheroma is improbable. It is true that some 
patients with coarctation live for many years without 
symptoms, but in one reported series the average age 
at death was 35 years, the patients generally dying from 
a complication of hypertension, rupture of the aorta, or 
subacute bacterial endocarditis. 

The author here reports the. results in 20 patients 
aged betweerl 21 and 36 years (average age 25) under- 
going this operation at the Lahey Clinic, Boston. All 
had hypertension. Operation was performed via the bed 
of the fifth rib, pieces of the fourth and sixth ribs being 
. excised to allow wide retraction. The operative tech- 
nique is discussed. Collateral vessels are often large 
and tortuous, and the dissection is tedious. The aorta 
and the left subclavian artery are carefully dissected, 
care taken to preserve the vagus and recurrent laryngeal 
nerves, and finally. the ligamentum arteriosum, which 
may be patent, is divided between ligatures. The author 
uses a specially designed clamp (illustrated) for occluding 
the aorta and the left subclavian artery. Anastomosis 
by interrupted everting sutures is carried out, and a 
second layer of silk inserted. The clamp on the aorta 


is loosened first and, if there is no fall in blood pressure, 
that on the subclavian is then released. ; 

Of these 20 patients, one died 2 months after operation 
from rupture of a false aneurysm which formed at the 
suture line, but the remaining 19 recovered, and are 


asymptomatic and apparently well. The blood pressure 
was greatly reduced in all cases to a level of 140/80 or 
150/90 mm. Hg. No other cases of aneurysmal forma- 
tion have been detected and the author concludes that 
operation in adults with hypertension due to coarctation 
can be safely advised. Peter Martin 


1549. The Chronic Subclavian—Carotid Obstruction Syn- 
drome (Pulseless Disease) 

R. A. BUSTAMANTE, B. MILANES, R. Casas, and A. De LA 
Torre. Angiology [Angiology] 5, 479-485, Dec., 1954. 
2 figs., 26 refs. 


In this paper from Havana, Cuba, the authors describe 
4 cases of the little-known “ pulseless disease ’’, in which 
there is obliteration of the arterial trunks arising from 
. the aortic arch, with resulting chronic ischaemia of the 
head and upper limbs. The signs and symptoms include 
facial atrophy, epilepsy, visual disorders, weakness of 
the arms, absence of pulses in the upper part of the body, 
intermittent claudication ”’ of muscles of mastication, 
and minute arteriovenous anastomoses in the retinae. A 
collateral circulation is sometimes established through 
the intercostal arteries from the thoracic aorta. 

In 2 of the cases described there was an accompanying 
chronic aorto-iliac obstruction, which was the cause of 
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the total absence of peripheral pulses. The condition 
may be due to arteriosclerosis, syphilis, or an unspecific 
arteritis. The authors believe that this disease is less 
rare than a review of the literature would suggest. 

E.G. Rees 


HYPERTENSION 


1550. Comparison of Blood Pressure Response to Veri- 
loid and to the Doctor 

A. P. SHAPIRO, T. Myers, M. F. Reiser, and E. B. 
Ferris. Psychosomatic Medicine [Psychosom. Med.] 16, 


478-488, Nov.—Dec., 1954. 5 figs., 13 refs. 


The investigation described in this paper from the 
Cincinnati General Hospital, Cincinnati, Ohio, was 
undertaken primarily to determine the effect of “‘ veri- 
loid’’, an alkaloid of Veratrum viride, on hypertension, 
but attention was also given to the psychological factors 
involved in the management of patients with hyperten- 
sion, particularly the part played by the doctor-patient 
relationship. The drug was given by mouth to 4 patients 
with benign essential hypertension. There was a small 
but significant fall in blood pressure in 3 of the patients, 
but it was noted that the attitude of the doctor ad- 
ministering the drug also influenced blood pressure. 
During the first phase of the investigation, which was . 
one of enthusiastic interest in the therapeutic possi- 
bilities of the drug, the blood pressure was consistently 
lower than during the second phase, when, for various 
personal reasons, the doctor’s interest and enthusiasm 
had waned. 

[This study demonstrates yet again that it is vain to 
attempt to evaluate the effect of a drug without making 
allowance for the circumstances of the test and the 
attitude of the observer.] Desmond O’ Neill. 


1551. A. Effect of Exercise on Muscle Blood Flow in 
Normal and Sympathectomized Limbs. B. Collateral 
Circulation before and after Sympathectomy 

P. BEACONSFIELD. Annals of Surgery [Ann. Surg.] 140, 
786-795, Dec., 1954. 6 figs., 15 refs. 


This paper from the Postgraduate Medical School of 
London is divided into two parts, the first dealing with 
the blood flow in the calf muscles after exercise, and 
the second with a study of the circulation before and 
after lumbar sympathectomy in patients with arterio- 
sclerotic obliteration of leg arteries. 

The maximum blood flow in the calf muscles was 
measured after 2 minutes of standard exercise carried 
out during ischaemia imposed by a tourniquet below 
‘the knee, the times required to reach the maximum 
flow and for the hyperaemia to subside being also noted. 
In subjects with normal vessels sympathectomy did not 
alter the blood flow after exercise. In a number of 
patients with femoral or arterial block below the knee 
some increase in the maximum flow was found after 
sympathectomy ; in patients with blocks at all levels 
the maximum flow was reached, but also subsided, more 
quickly. The increases in the maximum blood flow 
were, however, not statistically significant. Measure- 
ments made at intervals up to one year on patients after 


| | 
of 
at- : 
the 
‘50 
nd 
rly 
ay 
en 
the 
ing 
art 
uils 
to 5 
ted 
ing 
ary 
his 
ind 
be 
be 
the 
lial 
be 
ord 
‘ter 
hic ‘ 
ble 
5 
il 
54. 


468 CARDIOVASCULAR SYSTEM 


operation for chronic arterial obstruction indicated that 
the highest flows were obtained immediately after sym- 
pathectomy, and therafter tended to decrease. The 
more rapid attainment and loss of the blood-flow peak 
after exercise, noted after operation, is attributed to the 
effect of sympathetic interruption on the normal arterioles 
of the part rather than on the collateral channels. 

From a study of the arteriograms made in the second 
part of the investigation [though no strict controls were 
possible] it is concluded that sympathectomy affects the 
collateral circulation but little in patients with chronic 
arterial obstruction, whereas in the more acute phase of 
obstruction collateral enlargement is accelerated. From 
the blood-flow measurements it is concluded that in sites 
such as the thigh, where good collateral circuits can 
develop, sympathectomy increases the hyperaemia after 
exercise. 

[The abstracter views conclusions based on maximum 
hyperaemia with reserve, since he has found that reactive 
. hyperaemic maxima vary considerably on different 
occasions in the same subject.] C. J. Longland 


PORTAL CIRCULATION 


1552. Portal Tension and Its Dependence on External 
Pressure 

F. W. Taytor. Annals of Surgery [Ann. Surg.] 140, 
652-660, Nov., 1954. 4 figs., 23 refs. 


It is pointed out that measurements of portal pressure 
are usually rough and inaccurate, but that a. pressure 
of not more than 20 cm. of water is generally accepted 
as within normal limits. In a preliminary investigation, 
however, the author found that portal pressure ranged 
from 14 to 26 cm. in healthy subjects and from 40 to 
55 cm. in patients with hepatic cirrhosis. 

At the Veterans Administration Hospital and Indiana 
University, Indiana, the author studied the effect of 
external pressure on the portal vein. Pressure in the 
vein in 10 patients without liver disease and 6 with 
cirrhosis was recorded continuously over several days 
by means of a fine plastic tube inserted into the vein 
at operation. Pressure was measured with a water 
manometer, and a dilute solution of heparin was allowed 
to drip into the vein at such a rate that it did-not falsify 
the manometric readings and was readily metabolized. 
Food and drugs had no effect on the pressure in the 
portal system, nor had change in posture. Vigorous 
contraction of the diaphragm was the only factor which 
caused any dramatic change. Coughing raised the pres- 


sure to 55 cm. of water, a level which was a ceiling for 


patients with cirrhosis as well as for patients without 
liver disease. 

Attention is drawn to the pressure changes across the 
oesophageal hiatus. Forced inspiration with an ob- 
structed airway produced a pressure gradient of 160 cm. 
of water which forced the blood from the abdominal 
veins into the thorax. This was the maximum force 
attainable, but with ordinary coughing the gradient was 
greater than 60 cm. of water [experimental evidence for 
this is given.] Thus, on any forced inspiration a con- 


siderable disruptive force is exerted upon the lower oeso- 
phageal veins as blood passes into them from the gastric 
veins under this pressure gradient. 

The author shows that portal-vein obstruction is not 
the only cause of portal hypertension with oesophageal 
varices. Clinical or experimental ligation of the portal 
vein is followed by a transient rise in pressure only as 
collaterals rapidly dilate; there would seem to be no 
reason why the same process should not take place with 
gradual portal occlusion. In patients with cirrhosis the 
pressure in the portal vein varies greatly, and laparotomy 
may cause a fall of as much as 10 cm. of water, which is 
of the same magnitude as that expected after portocaval 
anastomosis. It is suggested that since pressure varies 
so much with mechanical factors in the healthy subject, 
pressure alone is not the cause of massive haemorrhage, 
and that the pressure gradient across the hiatus is respon- 
sible in some way for rupturing the oesophageal veins 
in the cirrhotic patient only. A. G. Parks 


1553. The Treatment of Portal Hypertension 


W. A. ALTEMEIER, P. I. HoxwortH, W. T. MCELHINNEY, © 


J. GruserFi, B. MACMILLAN, and G. Topp. American 
Surgeon [Amer. Surg.) 20, 1235-1245, Dec., 1954. 
4 figs., 10 refs. 


In this paper from the University of Cincinnati the 
relative value of splenectomy, venous shunt, and hepatic 
arterial ligation in the treatment of portal hypertension 
is discussed and the results therefrom compared, with 
special reference to 34 cases of this condition treated 
surgically at Cincinnati General Hospital in the last 7 
years. The authors believe that splenectomy alone 
should not be performed (as in 4 of their cases), but should 
always be combined with a spleno-renal shunt, since if 
this is not carried out at the time of the splenectomy the 
splenic vein may be obliterated by thrombosis and the 
possibility of performing a subsequent spleno-renal 
anastomosis thus excluded. On the whole the results of 
performing spleno-renal shunt were somewhat better 
than those of portacaval shunts, but the latter and 
superior mesentero-caval anastomoses were more suc- 
cessful and very much less dangerous than ligation of 
the hepatic artery. The authors point out that in cases 
of post-necrotic cirrhosis arterial ligation is particularly 
dangerous. In cases of ascites, however, ligation of the 
hepatic artery is more effective than is any shunting 
procedure, and in none of the authors’ patients who 
survived this operation for at least 44 months was there 
any tendency for the ascites to recur. They conclude 
that the choice of which shunting operation to employ 
should be made only after study of a portal venogram 


following splenic puncture and the injection of a radio- . 


opaque substance. Some points of technique and the 
Peter Martin 


1554. Recurring Mental Confusion after Porto-caval 
Anastomosis 

L. J. Hurwitz and R. S. ALLIsonN. British Medical 
Journal (Brit. med. J.] 1, 387-389, Feb. 12, 1955. 2 figs., 
13 refs. 
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1555. Intramuscular Iron. A Clinical Trial in Pregnancy 
R. F. JENNISON and H. R. Exuis. Lancet [Lancet] 
2, 1245-1249, Dec. 18, 1954. 5 figs., 18 refs. \ 


A large-scale trial of intramuscular injection of a 
dextran-iron preparation, “‘ imferon’’, in the treatment 
of anaemia of pregnancy is reported from Saint Mary’s 
Hospitals, Manchester. The preparation contains 50 
mg. of iron per ml. of isotonic solution, and the total 
dose given was estimated on the assumption that 250 mg. 
would increase the haemoglobin level in a non-pregnant 
patient by 10%; to this calculated dose 500 mg. was 
added to allow for depletion of iron, increased blood 
volume, and the demands of the foetus. Of 68 pregnant 
women with anaemia, 50 received 750 mg. daily or on 
alternate days by deep intramuscular injection into the 
buttock, the remaining 18 receiving a standard. dose of 
500 mg. only. Over an observation period of 6 weeks 
or more the 50 patients given the full calculated dose 
responded well, while the patients given 500 mg. only 
responded less well. The estimated average utilization 
of the complex was 0-29 g. of haemoglobin per 100 mg. 
of iron. Local reactions were mild, and the authors 
state that only one out of a total of 225 patients treated 
had a severe general reaction—namely, syncope—though 
others suffered from nausea and pyrexia. [The use of 
this preparation in a busy clinic has obvious advantages, 
and it would appear to be of value in patients who are 
resistant to administration of iron by mouth, but its 
side-effects need to be watched.] Janet Vaughan 


1556. Clinical Studies with the Citrovorum Factor in 
Megaloblastic Anaemia 
R. J. Watson, H. C. LicHTMAN, J. Messire, R. R. 
ELusoN, H. ConrAD, and V. GINSBERG. American 
Journal of Medicine [Amer. J. Med.] 17, 17-28, July, 
1954. 5 figs., 21 refs. 

Although the interrelationship between vitamin B,2 
(cyanocobalamin), folic acid, and the citrovorum factor 
(C.F.) essential for growth of Leuconostoc citrovorum is 
obscure, each is known to induce remissions in certain 


megalocytic anaemias. 


In this paper from Kings County Hospital, Brooklyn, 
New York, the authors describe the haematological and 
neurological findings in 6 cases of megalocytosis before 
and after treatment with C.F. The first patient, a case 
of Addisonian anaemia, developed subacute combined 
degeneration of the cord while receiving 50 mg. of C.F. 
daily by mouth, but improved promptly when cyanoco- 

was substituted. The other 5 patients, who 
were suffering from nutritional megalocytic anaemia, 
had remissions while receiving C.F. although 4 of them 
had previously failed to respond to cyanocobalamin. 
In 2 cases it was found that both C.F. and cyanoco- 


Haematology 


balamin were required in order to maintain a normal 
blood picture. 

It is concluded that treatment with C.F. alone is 
inadequate in Addisonian anaemia since neurological 
complications may develop even when erythrocyte levels 
are satisfactory; this is not the case with cyanocobalamin. 
In simple nutritional megalocytosis, C.F. and folic acid 
appear to be equally beneficial, no cases which have 
responded to one and not to the other having so far . 
been reported. © H. Payling Wright 


1557. The Serum Vitamin B;2 Concentration in Per- 
nicious Anemia 

A. A. Lear, J. W. Harris, W. B. CasTLe, and E. M. 
FLEMING. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 44, 715-722, Nov., 1954. 1 fig., 
22 refs. 


The results of microbiologic assays - serum vitamin 
B;2 levels using Euglena gracilis are reported. The mean 
total serum vitamin B;2 level in 20 normal subjects was 


-532 pg. per ml.; all had free vitamin B;2 present. In~ 


33 patients with pernicious anemia in relapse, it was 
39 ppg. per ml. and no free vitamin B;2 was detected. 
Twelve patients with megaloblastic anemia that sub- 
sequently responded to folic acid therapy had levels 
within the normal range and a mean of 307 ‘bps per ml. 
Sulfonamide derivatives may be present in serum in 


‘concentrations which can inhibit Euglena growth; this 


inhibitory effect may be abolished by PABA [p-amino- 
benzoic acid] added in vitro. 

The capacity to bind vitamin Bia, thus rendering it 
unavailable for Euglena growth, is similar for serum 
from normal persons and from patients with pernicious 
anemia.—[{Authors’ summary.] 


1558. Hematologic Studies on Patients with Sickle Cell 
Anemia following Multiple Transfusions 

C. C. DoNEGAN, W. A. MACILWAINE, and B. S. LEAVELL. 
American Journal of Medicine [Amer. J. Med.] 17, 29-35, 
July, 1954. 5 figs., 20 refs. 


The frequency of complications such as vascular 
accidents, infections, thrombosis, or heart failure in 
patients with sickle-cell anaemia renders them poor 
operative or obstetrical risks. In a study of 5 such 
patients, carried out at the University of Virginia School 
of Medicine, Charlottesville, multiple blgod transfusions 
sufficient to produce normal erythrocyte levels reduced 
the reticulocyte count from levels of 7 to 30% before 
transfusion to 0-1 to 0-2%, sickling from 100% to 5%, . 
and the plasma bilirubin level from 1:2 to 4-1 mg. per 
100 ml. to 0-5 to 1-5 mg. per 100 ml. The faecal uro- 
bilinogen content was also substantially reduced. When 
the erythrocyte count began to fall 25 to 30 days after 

transfusion, abnormalities in the blood picture, plasma 
bilirubin level, and faecal urobilinogen content again 
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appeared, although they did not reach pre-transfusion 
levels until 130 days or more after transfusion, when 
normal cells had disappeared from the circulation. The 
restoration to normal of the erythrocyte level by trans- 
fusion depressed both haematopoiesis and haemolysis in 
all of the 5 cases described. It is suggested that therapy 
along these lines might be of value in pregnancy and 
before operation on patients with this condition. 
H. Payling Wright 


1559. Radioactive Sodium Chromate for the Study of 
Survival of Red Blood Cells. III. The Abnormal Hemo- 
globin Syndromes 
I. M. Wernstern, C. L. SpuRLING, H. KLemn, and T. F. 
Necue.es. Blood [Blood] 9, 1155-1164, Dec., 1954. 
7 figs., 23 refs. 


Using the patient’s own erythrocytes labelled with 
radioactive sodium chromate (Na25!CrOx4), the authors 
have studied erythrocyte survival in a group of patients 
with abnormal haemoglobin at the Argonne Cancer 
Research Hospital (University of Chicago). Four 
patients with sickle-cell anaemia showed a decrease in 
the survival of erythrocytes, the survival curve in one 
case having two components, a very rapid initial com- 
ponent and a second component which was less rapid 
but still abnormal. The same phenomenon has been 

* demonstrated previously by the Ashby technique, but it 
is at present without explanation. In 2 patients with 
the sickle-cell trait survival was normal. Similarly the 
erythrocyte survival time was diminished in a patient 
with haemoglobin-C disease, but was normal in one 
with haemoglobin-C trait. The authors conclude that 
the results obtained with radioactive sodium chromate 
agree well with those given by the Ashby technique, 
and that the former method has the decided advantages 
of simplicity, adaptability, and reliability. 

Janet Vaughan 


POLYCYTHAEMIA 
1560. Treatment of Polycythemia Vera with ‘‘ Dara- 


prim 

R. Isaacs. Journal of the American Medical Association 
[J. Amer. med. Ass.] 156, 1491-1493, Dec. 18, 1954. 
3 figs., 7 refs. 

When “ daraprim ”’ (pyrimethamine), an antimalarial 
drug with antifolic-acid properties, is injected into dogs 
it causes reactions similar to those produced by amino- 
pterin, and megaloblast-like cells appear in the bone 
marrow. When, however, the drug is given in thera- 
peutic doses to patients with malaria it has no effect 
on the blood picture. At the Louis A: Weiss Memorial 
Hospital, Chicago, pyrimethamine was given to 6 patients 
with polycythaemia vera in a dosage of 25 mg. daily. 
The disease had been present for periods varying from 
7 months to 12years. In all cases venesection had been 
performed repeatedly, and in 2 cases injections of radio- 
active phosphotus had also been given. The drug was 
administered until the erythrocyte count approached 
4,500,000 to 5,000,000 perc.mm. If the count fell below 
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this level the dosage was halved or treatment was dis- 
continued for a time. With the fall in the erythrocyte 
count there was relief of symptoms.in all cases. The 
erythrocytes varied in size from 3-7 yx to 12-3 p, and 


-“ megaloblastic ” forms of erythroblasts appeared in the 


marrow. Photomicrographs are reproduced showing 
the changes in the blood picture [but not the changes in 
the marrow cells]. The drug had no effect on the leuco- 
cyte count, which remained high. No toxic reactions 
were noted over a period of treatment of 10 to 12 months, 
The author emphasizes that pyrimethamine should not 
be given to pregnant patients. M. C. G. Israéls 


1561. Polycythaemia and Its Treatment with Radio- 
active Phosphorus (32P). (La maladie de Vaquez et son 
traitement par le phosphore radio-actif (P32)) 

R. FAuvERT, J. MALLARME, and §. NICOLLO. Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 30, 4249-4253, 
Dec. 2, 1954. 2 figs., 4 refs. 

At the Hépital Beaujon, Paris, 53 patients with poly- 
cythaemia vera have been treated with intravenous injec- 
tions of radioactive phosphorus (32P). A dose of 7 me. 
was used, repeated at intervals of not less than 3 months. 
Remissions lasting up to 2 years were obtained, and it is 
claimed that although relapse is to be expected, the 
patient does hot develop resistance to treatment, the 
response to subsequent injections being as good as that 
to the initial one. Side-effects were insignificant. It is 
concluded that this procedure is the treatment of choice 
for polycythaemia vera. P. C. Reynell 


HAEMORRHAGIC DISEASES 
1562. Abnormal Plasma Proteolytic Activity. Diagnosis 


. and Treatment 


E. V. Z. Scotrr, W. F. Matruews, C, E. BUTTERWORTH, 
and W. B. FRomMeyer. Surgery, Gynecology and 
Obstetrics [Surg. Gynec. Obstet.] 99, 679-688, Dec., 
1954. 4 figs., 23 refs. 


It has been shown that in the globulin fraction of 
blood plasma there is a powerful fibrinolytic enzyme, 
plasmin; its antagonist, antiplasmin, is associated with 
the albumin fraction. In certain conditions an im- 
balance is created between these two systems and active 
fibrinolysis may occur. 

In this paper from the Veterans Administration 
Hospital, Birmingham, Alabama, 5 cases are described 
in which an undue tendency to excessive bleeding was 
believed to be due to an abnormally active fibrinolytic 
mechanism in the plasma (plasminaemia). The authors 
believe that the proteolytic activity of plasmin, which 
causes removal of fibrin, is non-specific and that it is 
capable of digesting other proteins. On this basis they 
devised an assay procedure in which antiplasmin was 
removed by isoelectric precipitation of the plasma, 
leaving the plasmin unopposed, and the proteolytic 
activity of the latter was then measured as a function 
of the amount: of tyrosine released from casein over a 
given period of time. [The original paper should be 
studied for further information on the technique, which 
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is a modification of that described by Downie and Cliffton 
(Proc. Soc. exp. Biol. (N.Y.), 1949, 71, 138).] 

Of the 5 patients concerned, 2 had severe haemorrhage 
during or after prostatectomy, a third after the per- 
formance of splenectomy for hypersplenism, the fourth, 
a woman, was suffering from shock associated with 
post-partum haemorrhage and retained placenta, while 
the fifth patient had multiple gunshot wounds involving, 
among other injuries, trauma to the pancreas. In 2 of 
the patients the blood was incoagulable, most probably 
owing to the absence of fibrinogen; evidence of increased 
fibrinolytic activity was provided in all 5 cases by 
the rapid lysis of the patients’ own clot or by exposing 
normal homologous blood clot to the action of the 
patients’ plasma. Treatment included infusion of whole 
blood and low-salt human serum albumin. The authors 
suggest that whoie blood combats the process by 
supplementing the patient’s amtiplasmin and by pro- 
viding large amounts of substrate for proteolysis by 
virtue of its content of fibrinogen and other coagulation 
components. The low-salt serum albumin contains 
antiplasmin free from plasmin and thus helps to restore 
equilibrium. They claim that such therapy may be 
life-saving. A. S. Douglas 


1563. On Demonstration of the Haemophilic Conductor, 
Especially by Determination of the Coagulation Time. 
[In English] 

K. E. Syoutn. Acta pathologica et microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 35, 512-522, 1954. 
1 fig., 21 refs. 


Whereas all the daughters of a haemophiliac are con- 


ductors of the disease, only about half the daughters of 


such a conductor will themselves be conductors. Some 
positive means of determining the presence or absence 
of the conductor state is therefore needed when advice 
on eugenics is sought by the individual daughter of a 
conductor female. The present author describes the 
results of investigations carried out at the University 
Institute of Human Genetics, Copenhagen, to deter- 
mine whether a haemophilia conductor can be identified 
by determination of the whole-blood coagulation time. 
Blood from a control series of 205 women with no 
family history of haemophilia and presenting no sign of 
any other haemorrhagic diathesis and from 27 conductor 
females was examined. The technique used for deter- 
mination of the whole-blood clotting time was that of 
Biirker as modified by Andreassen, and is described as 
follows, Venepuncture is performed with a standard 
needle 1-1 mm. in diameter and with a:short tip. Blood 
is collected in a paraffin-coated watch-glass, the first few 
drops being discarded, and the time is taken when. the 
collection is started. A few drops of blood are then 
transferred to an uncoated watch-glass containing 2 
drops of 0-9% saline and maintained at 25°C. The 
blood and saline are mixed with a glass rod 1:21 mm. 
in diameter which, after an interval of 2 minutes, is 
passed through the mixture every half-minute, care being 
taken not to spread it over the watch-glass, and the rod 
being wiped clean each time. When the glass rod causes 
“Jasting displacement” of the fibrin which is forming 
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in the mixture, coagulation is regarded as having started 
and the time is noted. When “an appreciable p 

of the fibrin clot formed can be removed with the glass 
rod, coagulation is regarded as complete and the time is 
again taken. The necessity for rigid standardization of 
technique is stressed. The time of completion of coagu- 
lation was found to be more certainly determinable and 
more constant on repetition than the time of starting and 
was therefore used for comparison. 

A small, but apparently significant, prolongation of 
the coagulation time was found on comparing the mean 
value for the conductor females with that for the control 
series. The lower limit of the range of individual clot- 
ting times for the conductors overlapped the upper limit 
of that for the controls, but the author suggests that if 
the coagulation time, determined by this technique, is 
more than 12 minutes, the subject must be supposed to 
be a conductor. A normal clotting time, however, — 


cannot be accepted as evidence that the patient will not 


transmit the defect. 

[No attempt was made to determine whether the 
families concerned in this investigation were suffering 
from Christmas disease (due to lack of the Christmas 
factor) or from true haemophilia (due to lack of anti- 
haemophilic globulin). In haemophilia, even with the 
application of techniques generally accepted as more 
sensitive than the determination of the whole-blood 
clotting time, it has not been found possible in individual 
cases to identify the conductor female.] 

A, S. Douglas 


P. Fanti and R. J. SAwers. -Australasian Annals of 
Medicine [Aust. Ann. Med.] 3, 245-262, Nov., 1954. 
14 figs., 29 refs. 


The authors present the results of the haematological 
investigation of 43 male bleeders examined at the 
laboratories of the Baker Medical Research Institute | 
and Alfred Hospital, Melbourne. Of these, 37 were 
deficient in antihaemophilic globulin and the remaining 
6 lacked the Christmas factor. The authors use the 
terms « and 8 prothromboplastin to describe the anti- 
haemophilic factor and the Christmas factor respec- 
tively. The clinical features of the cases are summarized 
in a table. 

The initial differentiation of the cases was based on 
the shortening of the recalcification time of plasma by 
by the addition of a source of antihaemophilic globulin 
(« prothromboplastin) or of Christmas factor (8 pro- 
thromboplastin). The laboratory studies also included 
determination of whole-blood clotting time, prothrombin. 
consumption, in greater detail, thrombin generation. 
Determination of thrombin generation was carried out 
by a modified technique in which pyrocatechol was 
introduced to act as a thrombin stabilizer [the original 
paper should be studied for details]. The ability of 
plasma to generate thrombin, determined in this way, 
was used as a measure of thromboplastic activity. 
These investigations showed that a deficiency, of -anti- 
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haemophilic globulin (« prothromboplastin) may be 
complete or partial, whereas deficiency of the Christmas 
factor (8 prothromboplastin) is always complete. The 
degree of deficiency of antihaemophilic globulin (but 
not always the severity of the clinical symptoms) was 
identical in the affected males of a haemophilic family. 
While there was some general correlation between the 
clinical severity of the condition and the degree of 
deficiency as assessed by. studies in vitro, this relation- 
ship was by no means absolute. A study of the effect 
of transfusions of plasma on the coagulation system 
revealed that the resulting correction of the defect was 
less than expected, considering the volume of plasma 
administered, and that the duration of such correction 
as did occur was short-lived. 

[The incidence in Australia of Christmas disease among 
the “* haemophilic ’?. population appears to be similar to 
that in the United Kingdom.] A. S. Douglas 


1565. Splenectomy for Idiopathic Thrombocytopenic 


Purpura 

M. J. Smmpkiss and I. A. B. Catuie. Great Ormond 
Street Journal [Gt Ormond Str. J.] 9-14, No. 7, June, 
1954 [received Nov., 1954]. 22 refs. 


There is no general agreement on the need for splenec- 
tomy in idiopathic thrombocytopenic purpura in children. 
In an attempt to determine if and when splenectomy 
should be carried out the authors analysed the clinical 
and laboratory findings in the initial phase of the disease 
and during a variable follow-up period in 44 cases seen 
at the Hospital for Sick Children, London, between 1938 
and 1953. There were no distinguishing features in the 
history or clinical findings to indicate those patients in 
whom the disease would be self-limiting and those in 
whom it would recur. The authors consider that 
splenectomy should be performed on patients who have 
had repeated purpuric attacks for one year, since in 
these cases the risk of fatal haemorrhage is high and 
the chances of spontaneous cure are dubious. 

H. Payling Wright . 


NEOPLASTIC DISEASES 


1566. Recurrent Pneumonia in Multiple Myeloma and 
some Observations on Immunologic Response 

H. H. ZINnNEMAN and W. H. HALL. Annals of Internal 
Medicine [Ann. intern. Med.] 41, 1152-1163, Dec., 1954. 
32 refs. 


A study of the incidence of recurrent attacks of bacterial 
pneumonia in patients with multiple myeloma is reported 
from the Veterans Administration Hospital and Uni- 
versity of Minnesota, Minneapolis. Examination of the 
records of 64 patients with multiple myeloma showed 
that 13 had had bacterial pneumonia and that in 10 of 
these the pneumonia had recurred, the total number of 
recurrences being 44. Pneumococci were isolated from 
the sputum or blood during 12 attacks in 7 patients; in 
3 cases culture of sputum or blood in a recurrent attack 
revealed a pneumococcus of the same type as that 
originally isolated, in one case after an interval of more 
than 2 years. One patient had 13 attacks of pneumonia. 


It is suggested that the plasma cell is the probable site 
of production of antibodies, and since the plasma cells 
in multiple myeloma are immature they may be unable 
to form antibodies in the normal way. In every case 
the pneumonia responded to antibiotic therapy, and yet 
recurrences caused by the same organism were observed, 
It appeared likely that there was a decrease of humoral 
antibody response in these patients; the authors found 
experimentally that there was a decrease in response to 
pneumococcal and several other bacterial antigens. 
There was no definite correlation between the protein 
level of the serum and the frequency or severity of the 
recurrent pneumonia. However, all the patients with 
an abnormal serum protein level had recurrent attacks 
of pneumonia, whereas one patient in whom the serum 
protein level was normal had one attack only. It is 
pointed out that in patients with agammaglobulinaemia 
bacterial pneumonia terftis also to recur, although here 
the gamma-globulin level is quantitatively very different. 
In both conditions recurrent pneumonia appears to be 
the result of poor antibody response. A. Piney 


1567. Multiple Myeloma Simulating Anaplastic Anemia 
T. N. James and R. W. Monto. American Journal of 
Medicine [Amer. J. Med.] 17, 50-56, July, 1954. 7 figs., 
11 refs. 


In a series of 58 histologically proven cases of multiple 
myeloma admitted to the‘Henry Ford Hospital, Detroit, 
3 patients presented all the features of aplastic anaemia 
and were so diagnosed, the true diagnosis being revealed 
only at necropsy. The detailed haematological and 
pathological findings in these cases are described and 
it is stressed that a normal bone marrow on biopsy 
examination, even when repeated, is insufficient evidence 
on which to exclude a diagnosis of myeloma. When 
hypoplastic marrow is obtained at biopsy myeloma still 
cannot be excluded, since haematopoiesis is frequently 
inhibited in this condition. The authors suggest that if 
myeloma were sought for more diligently in all cases of 
pancytopenia it might be shown to be a more frequent 
concomitant than is at present supposed. 

H. Payling Wright 


1568. Hepatic Function in Multiple Myeloma 

J. R. WaAtsH, F. L. HUMOLLER, and H. J. ZIMMERMAN. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.| 45, 253-260, Feb., 1955. 2 figs., bibliography. 


1569. The Pathogenesis of the Anemia of Chronic 


Leukemia: Measurement of the Life Span of the Red 
Blood Cell with Glycine-2-C14 

N. I. Berun, J. H. Lawrence, and H. C. Lee. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Aten 
44, 860-874, Dec., 1954. 16 figs., 16 refs. 


Measurements were carried out at the University of 
California, Berkeley, of the life span of the erythrocytes 
of 8 patients with chronic leukaemia (3 lymphatic and 
5 myeloid), using glycine labelled with radioactive carbon 
(14C). In the 3 cases of lymphatic leukaemia the mean 
values obtained were 18, 102, and 113 days respectively. 
In the first case there was evidence of random destruction 
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of erythrocytes, regardless of their age, whereas survival 
of the cells was practically normal in the other two. 
In the patients with myeloid leukaemia the mean life 
span was 70 to 100 days, and it was considered that an 
intrinsic defect was present in the erythrocytes themselves 
in these cases. 


The authors suggest that the anaemia seen in tenes ; 


in the absence of haemorrhage must be due to this 
shortening of the life span of the erythrocytes 
rather than to overcrowding of the bone marrow and 
mechanical interference with the normal development 
of the erythrocyte precursors. They found that the 
reticulocyte count was of no greater value than the 
determination of the serum bilirubin level or faecal 
urobilinogen content as an index of the degree of shorten- 
ing of the life span of the erythrocytes. 
John F. Wilkinson 


1570. The Treatment of Chronic Leukaemia with Radio- 
active Phosphorus (32P). A Study of 75 cases. (Le 
traitement des leucoses chroniques par le radio-phosphore 
(P32). Etude de 75 cas) 

J. MALLARME, R. FAUVERT, and S. NICOLLO. Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 30, 4241-4248, 
Dec. 2, 1954. 2 figs., 14 refs. 


At the Hépital Beaujon, Paris, 32 patients with chronic 
myeloid leukaemia and 40 with chronic lymphatic leuk- 
aemia were treated with radioactive phosphorus (32P), 
usually as out-patients. After trying various dosage 
schemes the authors advocate giving an initial dose of 
2 to 5 mc. intravenously, with further injections at 5-day 
intervals for about 3. weeks, depending on the blood count 
and clinical condition. The only risk in the treatment 
is that of bone-marrow depression. Early and untreated 


cases responded well, and remissions of one month to. 


2 years were obtained—tresults which are at least as 
good as those obtained with x-ray therapy. As with 
other forms of treatment, the results were less good in 
advanced and previously treated cases. The authors also 
treated 3 patients with monocytic leukaemia, but this 
condition is usually unsuitable.as there is commonly an 


associated leucopenia. In general, orthodox radio-° 


therapy is preferable in those cases of leukaemia where 
there are large masses to be irradiated, and treatment 
with radioactive phosphorus when the condition is 
more widely disseminated. P. C. Reynell 


1571. The Presence of Precipitating 
Antibodies (Leucoprecipitins) in the Serum in Acute 
Leukaemia. (Présence d’anticorps précipitants anti- 
leucocytaires (leuco-précipitines) dans le sérum de sujets 
atteints de leucose aigué) 

M. SELIGMANN, P. GRABAR, and J. BERNARD. Presse 
médicale [Presse méd.] 62, 1700-1702, Dec. 8, 1954. 
2 figs., 4 refs. 

This paper. describes an investigation carried out at 
the Pasteur Institute and the Hdépital des Enfants- 
Malades, Paris, into the antigenic constitution of normal 
and leukaemic leucocytes, and into the immunological 
disorders suspected to occur in leukaemia. The basis 
of the investigation was the “ disk” test, in which the 

M.—2K 


essential Teagent is a lysate obtained by the action of 
supersonic vibrations upon a suspension of washed 
normal leucocytes. [Details of the preparation of these 
lysates are to be published elsewhere.] The serum to be 
investigated is placed at the bottom of a tube 2 or 3 mm. 
in diameter and the lysate added slowly to form an 
undisturbed interface. The tube is left at room tem- 
perature and examined by daylight after half an hour 
and thereafter hourly for 4 hours, a positive reaction 
being indicated by the formation of a “‘ disk ”’ of preci- 
pitate at the interface. 

Of 108 sera from normal persons of all ages and blood 
groups, 8 were discarded for technical reasons and 100 
gave a negative reaction. Of 54 sera from cases of 
acute leukaemia in the progressive stage, 9 were dis- 


‘carded, 37 gave a negative reaction, 3 a weakly positive 


reaction, and 5 a strongly positive reaction. Sera from 
cases of chronic leukaemia, acute leukaemia in remission, 
and non-leukaemic neutropenia all gave negative results. 
The 8 cases of acute leukaemia in which the reaction 
was positive were closely analysed. Only one feature 
was found to be common to all of them—namely, 
poverty of the bone marrow in cells of the granular series. 
[Whether a similar state of the marrow was to be 
found in any of the cases in which the reaction was 
negative is not stated.] 

The substance responsible for the positivity of the 
test (“* leucoprecipitin ’’) is stated to be thermostable and 
resistant to storage and freezing. Complement is not 
required for the reaction, the titres of which are weak . 
and hardly go beyond 1 in 4. The substance is present 
in the globulin fraction of the serum protein, and the 
authors conclude that it is a true antibody. Sera which . 
reacted with lysates prepared from normal leucocytes 
also reacted with lysates of leucocytes from cases of 
chronic myeloid leukaemia, but gave negative results 
with lysates from acute and chronic lymphatic leuk- 
aemia, indicating that at least one normal antigenic 
constituent is missing from the leucocytes in lymphatic 
leukaemia. 

The authors maintain that leucoprecipitin is neither a 
natural nor an immune isoantibody, and call it, for con- 
venience, an “autoantibody”. It appears to react with 
an endocellular constituent of cells of the granulocyte 
series rather than with a surface antigen, since no reaction 
takes place with ‘circulating leucocytes, though the lack 
of developing cells of the granulocyte series in the marrow 
may bef attributable to its effect. They put forward 
several possible explanations of the origin of the 
leucoprecipitins and their relation to the leukaemic 
process—that they provoke the initial leucopoietic dis- 
turbance of acute leukaemia, the leucoblastic prolifera- 
tion being only secondary; that they are formed by 
certain leucoblasts and themselves play a secondary, 
though important, part in the process; or, that their 
formation is a late and accessory phenomenon resulting 
from the presence of excessive amounts of the products 
of leucocyte degradation and destruction. They also 
suggest that the activity of sera rich in leucoprecipitins 
against the granular elements of the bone marrow might 
be applied therapeutically in cases of chronic myeloid 
leukaemia. A. J. Duggan 


Respiratory System 


1572. Hemidiaphragmatic Paralysis and Paresis of 
Unknown Aetiology without Any Marked Rise in Level 
N. WYNN-WILLIAMS. Thorax [Thorax] 9, 299-303, Dec., 
1954. 29 refs. 


The author states that, apart from diaphragmatic 
paralysis associated with eventration, very little has been 
written about paralysis of the hemidiaphragm occurring 
without obvious cause. In this paper from Bedford 
General Hospital he describes 15 such cases, in 10 of 
which there was complete paralysis and in 5 partial 
paralysis (paresis). These cases were under observation 
for an average period of 3-4 years, the shortest period 
being one year. Three cases of eventration of the dia- 
phragm and one of dissociated paresis following anti- 
tetanic inoculation are also briefly mentioned. Para- 
lysis is defined.as immobility of the affected leaf of the 
diaphragm on deep, unhurried inspiration; in all the 
author’s cases, however, this was accompanied by para- 
doxical movement on sniffing. Paresis is defined as a 
definite but diminished movement downwards on deep 
inspiration. 

In eventration there is a definite marked elevation of 
the diaphragm and movement may be normal, diminished, 
absent, or reversed. Usually the left leaf is involved, 
_and the condition occurs more commonly in men. The 
15 cases of diaphragmatic paralysis reported here showed 
certain differences from eventration, the most obvious 
differences being that the elevation of the diaphragm was 
much less and that the right hemidiaphragm was affected 
as often as the left. On the other hand the sex incidence 
(13 men and 2 women) was not unlike that in eventration. 
The author suggests that the preponderance of left-sided 
lesions which has been reported in eventration may be 
due to the fact that the left hemidiaphragm rises higher 
than the right when paralysed and that, with a few rare 
exceptions, only those cases showing a marked rise have 
been reported. 

In most of the present series of cases the chief symp- 
tom was intermittent or chronic cough with- sputum; 
some degree of recovery occurred in 10 cases. The 
patients with paresis showed no essential difference 
from those with paralysis, but in 2 of the 5 cases there 
was dissociated paresis of the anterior and posterior 
parts of the left hemidiaphragm. Except possibly in 2 
cases there was no apparent cause for the paralysis. 
Of these 2 patients, one had complained previously of pain 
in the neck on the side of the paralysis and the other 
was an alcoholic. It is just possible, therefore, that 
the cause in both these cases was an isolated neuritis of 
the phrenic nerve, though this would be an atypical 
form of alcoholic neuritis. The author’s final conclusion 
is that there is no essential difference between the 
condition observed in the present cases and eventra- 
tion of the diaphragm. Ronald S. McNeill 


LUNGS AND BRONCHI 


1573. Pneumococcal Pneumonia Treated with Anti- 


biotics. The Prognostic Significance of Certain Clinical 


Findings 
T. E. VAN Metre. New England Journal of Medicine 
[New Engl. J. Med.| 251, 1048-1052, Dec. 23, 1954, 
10 refs. 

Before the introduction of antibiotics a high mortality 
from pneumococcal pneumonia was associated with 
advancing age, chronic alcoholism, severe concomitant 
disease, bacteriaemia, leucopenia, multilobar involve- 
ment, and the presence of Type-1 and Type-3 pneumo- 
cocci. The present author has attempted to determine 
whether the use of antibiotics has influenced the prog- 
nostic significance of these factors. The response to 
administration of antibiotics, as judged from mortality 
and the incidence of abscess, empyema, and atelectasis, 
was studied in 358 cases of pneumococcal pneumonia 
seen at Johns Hopkins Hospital, Baltimore, between 
1946 and 1952. [For details of the author’s findings, 
which are given in four tables, the original paper should 
be consulted.] Briefly, he concluded from them that 
“regardless of the treatment” an increased mortality 
and an increased incidence of suppurative complications 
must be expected in cases of pneumococcal pneumonia 
associated with the factors mentioned above. Significant 
findings in his series of cases were that mortality in 
patients with a history of alcoholism was no higher than 
in those without such a history; that the mortality in 
cases of infection due to Type-1 pneumococci was the 
same as that in cases due to Type 3; and that no deaths 
occurred in 16 cases of infection due to Type-2 pneumo- 
cocci. The average mortality for the series as a whole 
was 3-5%. J. R. Bignall 


1574. Pulmonary Infarcts Associated with Bronchogenic 
Carcinoma 


W. J. Hansury, R. J. R. Cureton, and G. Simon. 
Thorax [Thorax] 9, 304-312, Dec., 1954. 21 figs., 3 refs. 

The authors present an account of 10 cases of pul- 
monary infarction associated with bronchogenic car- 
cinoma which were observed in a series of 100 cases 
subjected to pneumonectomy for this condition at St. 
Bartholomew’s Hospital, London. Clinically, these in- 
farcts were “ silent’? and in no case was there any 


evidence of preoperative peripheral venous thrombosis, 


all the patients having been up and active. The speci- 
mens of lung tissue removed at operation were closely 
examined macroscopically and microscopically. In 2 
cases carcinomatous infiltration and thrombosis of the 


main pulmonary arterial branches were seen, in 3 others — 


there was compression of the main vessels by neoplastic 
tissue, but in the remaining 5 there was no obvious cause 
for the infarction. 
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RESPIRATORY SYSTEM 


The radiological appearances could be divided into 
three main groups: (1) in 3 cases the infarct gave rise 
to a well-defined, discrete, peripheral shadow completely 
separate from the main tumour mass; (2) in 3 others 
there was a large, less well-defined, wedge-shaped shadow 
in the axillary position; (3) in the remaining 4 cases 
the infarct was completely obscured by opacities caused 
by surrounding inflammatory changes, atelectasis, or 
‘other causes. When these silent infarcts are large 
enough to cast a shadow radiographically their recog- 
nition is important if serious errors in treatment are to be 
avoided. The possibility of infarcts occurring in asso- 

ciation with carcinoma of the lung should therefore be 
~ borne in mind. Ronald S. McNeill 


1575. The Use of Fluorography in the Diagnosis of Cancer 
of the Lung. ana 
BLHIABJICHHA Paka NerKoro) 

I. L. Kuioner. AKaunuyeckan Meduyuna [Klin. Med. 
(Mosk.)] 32, 60-63, Dec., 1954. 4 figs. 


The author advocates mass radiography of persons in 
the later years of life in order to detect the presence of 
cancer of the lung in its early stages, and recommends 
the making of serial fluorograms in suspicious cases. 
This is the practice at the author’s polyclinic, where 
among 13,327 persons so examined in the last 24 years 
there have been 16 cases of suspected cancer of the lung, 
? of which were confirmed. The method is speedy and 
economical, the serial records can be easily stored, and 
earlier records are readily available for comparison. 
The varied symptomatology of cancer of the lung and 
the insidious nature of its onset make this method much 
preferable to that of waiting for a patient to seek medical 
advice on his own initiative. The success of mass 
radiography in discovering early cases of tuberculosis in 
the younger population leads the author to hope that 
cancer of the lung may similarly be more effectively 
controlled. A number of illustrative case histories are 
appended. L. Firman-Edwards 


1576. Investigations into the Aetiology of Bronchial 
Carcinoma. (Untersuchungen zur Atiologie des Bron- 
chialkarzinoms) 

K.RanbiG. Offentliche Gesundheitsdienst [Off. Gesundh- 
Dienst] 16, 305-313, Dec., 1954. 3 figs., 15 refs. 


Information on smoking habits, living and working 
conditions, and incidence of respiratory disease was 
obtained during 1952-4 from 448 patients with bronchial 
carcinoma and 512 control subjects without this disease, 
all living in West Berlin. The former group contained 
415 males (mean age 59-9 years) and 33 females (mean 
age 59-5 years). The control series consisted of hospital 
patients of the same age group and was unselected apart 
from the exclusion of patients whose tobacco consump- 
tion had been significantly restricted for at least 5 years 
on medical grounds. It contained 381 males (average 


age 59-0 years) and 131 females (average age 58-4 years). 

Frequency of exposure to a noxious atmosphere or to 
stone dust was about the same in each group, while 19 
of the patients with cancer of the lung and 10 control 
subjects had worked with coal-tar products, the dif- 
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ference not being significant. A history of acute or 
chronic lung disease, including pneumonia and tuber- 
culosis, was about equally frequent in each group. 
Among smokers the average age of starting smoking 
was about the same in each group (18 years for males, 
24 years for females), as was the average duration of 
smoking (41 years for males, 32 years for females). 
The proportion of non-smokers was 1-2% and of heavy 
smokers (average daily consumption of 20 or more 
cigarettes or their equivalent over the previous 20 years) 
34-2% among the male patients with carcinoma, com- 
pared with 5-8% and 17-9% in the control group. There 
were no essential differences between cigarette-, cigar-, 
and pipe-smokers. There were few heavy smokers 
among the females; of those with carcinoma, 51-5% 
were non-smokers compared with 70-3% in the control 
series. 

Smokers in each series were classified according to 
tobacco consumption into 4 groups, and the risk of 
developing carcinoma of the lung in each group com- 
pared with that among non-smokers was calculated from 


the formula — (where N=% of non-smokers and 


R=% of smokers in the control series, and n and r=the 
equivalent percentages for the patients with carcinoma). 
In males the factor thus calculated ranged from 2-1 for 
light smokers (under 5 cigarettes a day) to 9-4 for heavy 
smokers, with a mean value of 5-1 (the factor for non- 
smokers being 1). For females the mean value was 2:2. 
The author concludes that the findings support the 
hypothesis that tobacco-smoking is an aetiological factor 
in bronchial carcinoma. M. Lubran 


1577. Treatment of Chronic Emphysema of Lungs with — 
** Diamox ”’ (Carbonic Anhydrase Inhibitor) 

C. L. HEIsKELL, J. B. Betsky, and B. F. KLAUMANN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 156, 1059-1063, Nov. 13, 1954. 3 figs., 7 refs. 


The sulphonamide derivative 2-acetylamino-1:3:4- 
thiadiazole-5-sulphonamide (‘‘diamox’”’) inhibits the 
activity of carbonic anhydrase in the renal tubules and 
promotes the excretion of bicarbonate in the urine. It 
was therefore tried at the Veterans Administration 
Hospital, Long Beach, California, in the treatment of 
4 ambulant patients with pulmonary emphysema, one 
healthy subject serving as a control. The patients were 
placed on a controlled low-sodium diet and given diamox 
8-hourly to a total daily dose of 10 mg. per kg. body 
weight for 4 days. The treatment resulted in a transient 
increase in the urinary éxcretion of sodium and potas- 
sium, a fall in the plasma potassium level, and an increase 
in the plasma chloride level. In addition, in all 5 cases 
there was a significant fall in plasma CO2 combining 
power, averaging 6-5 mEq. per litre, which persisted for 
4 days after treatment was concluded, the control level 
being then slowly regained. At the same time some 
improvement was noted in the results of respiratory 


function tests and in the clinical condition of the patients. 


The authors conclude that the drug is suitable for the 
ambulatory treatment of patients with chronic emphysema 
of the lungs. Bernard Isaacs 


Otorhinolaryngology 


1578. Antibiotics in Phlegmonous Laryngitis (Laryngeal 
Cellulitis) 

E. RosensAuM. British Medical Journal (Brit. med. J.] 
2, 1453-1455, Dec. 18, 1954. 6 refs. 


Eight cases of laryngeal cellulitis seen during a recent 
34-year period are described. The predominant symp- 
toms were pain on swallowing, earache, and tenderness 
on palpation of the larynx. Dyspnoea was not observed, 
but the temperature was invariably raised. In no case 
was there a septic focus in the mouth. In the author’s 
view indirect laryngoscopy should always be carried out 
in such cases; in the present series this revealed oedema 
of the connective tissues of the larynx. The treatment 
of choice is administration of aureomycin in a 
dosage of 250 mg. 6-hourly; this resulted in an improve- 
ment within 24 hours in 5 cases. Laryngeal perichon- 
dritis may be a sequel of laryngeal cellulitis. ‘ 
E. D. Dalziel Dickson 


' 1579. The Effects of Vitamin A on the Auditory Mechan- 
ism in Man and Animals. (Wirkungen des Vitamin A 
im menschlichen und im tierischen Gehérorgan) 

L. Schweizerische medizinische Wochenschrift 
[Schweiz. med. Wschr.] 84, 1411-1414, Dec. 18, 1954. 
3 figs., 12 refs. 


Although the sensational results originally claimed by 
Lobel in the treatment of deafness with vitamin A have 
not since been confirmed, opinions still vary as to the 
real usefulness of this form of treatment. Investigations 
carried out in the author’s clinic at the University of 
Ziirich showed that the administration daily for 2 weeks, 
3 or 4 times a year, of 150,000 units of vitamin A had 
no effect in 4 cases of acoustic trauma and 5 of Méniére’s 
syndrome; on the other hand there was some improve- 
ment in one of 4 cases of presbyacousis and in 5 out of 
17 cases of perceptive deafness, the improvement lasting 
for several weeks after treatment. In all the cases 
responding to vitamin-A treatment the damage seemed 
to be in the hair cells of the organ of Corti (as shown 
by the presence of recruitment). Further -trials on 
adolescents suffering from early perceptive cuatnaes are 
indicated. 

Experimental evidence is cited which appears to show 
that in rabbits and guinea-pigs vitamin A diminishes the 
toxic effect of streptomycin, dihydrostreptomycin, neo- 
mycin, and uranium nitrate on the inner ear. More- 
over, investigations carried out in man are described in 
which it was found that the daily administration of 
100,000 units of vitamin A for 7 to 14 days hastens adap- 
tation to minimal acoustic stimuli, shortens the period 
of physiological and pathological acoustic fatigue, and 
raises the threshold of pathological fatigue tolerance for 
noise, the effect lasting for 1 to 2 weeks after the with- 
drawal of the vitamin. Further tests on persons exposed 
to occupational noise are necessary, however, before 


the practical significance of these findings can be satis- 
factorily assessed. 

The author discusses the possible theoretical basis for 
this effect of vitamin A on adaptation in the ear, drawing 
attention to the similar effect of the vitamin on the 
adaptation of the eye to light of varying intensity, its 
action being to increase the rate of regeneration of 
rhodopsin. He suggests that adaptation of the ear to 
minimal acoustic stimuli may involve a similar chemical 
reaction, in which possibly vitamin A plays some part. 

C. Eisinger 


1580. The Protective Effect of Vitamin A against 
Auditory Damage from Streptomycin and Neomycin. (Die 
Schutzwirkung von Vitamin A bei der Streptomycin- und 
Neomycinvergiftung des Gehérorgans) 

B. TscCHIRREN. Schweizerische medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 84, 1414-1415, Dec. ‘18, 
1954. 2 figs., 7 refs. 


In an experiment carried out at the Otorhinolaryngo- 
logical Clinic of the University of Ziirich one group of 
27 guinea-pigs were given intramuscular injections of 
vitamin A in oily solution in doses of 120,000 units per 
kg. body weight daily for 14. days, while another group 
of 29 guinea-pigs remained untreated. Both groups 
were then given 300 mg. of streptomycin sulphate per kg. 
daily by subcutaneous injection for 16 days, the admini- 
stration of vitamin A to the first group being continued. 
The acuity of hearing of both groups was tested regularly 
by Preyer’s method, in which the minimum intensity of 
a sudden noise causing a reflex jerk of the pinna is 
determined, the noise being that of a condenser dis- 
charging through a loud-speaker, the intensity of which 
could be checked and varied with a potentiometer. 
The untreated group showed a distinct deterioration in 
hearing, whereas the hearing loss of the group treated 
with vitamin A was less marked. 

In a second experiment 22 guinea-pigs were given 
150,000 units of water-soluble vitamin A per kg. by 
mouth 3 times a week for 2 weeks, while 21 control 
animals remained untreated, both groups being given 
200 mg. of neomycin sulphate per kg. subcutaneously 
twice daily during the third week. An immediate 
deterioration of the hearing could be demonstrated, 
which was much less marked in'‘the treated group. 
Since both streptomycin and neomycin damage the 
sensory epithelium of the inner ear, it is justifiable to 
assume that the protective effect of vitamin A is exerted 
at the same level. C. Eisinger 


The correction of an error in the original article by Hallpike and 
Harrison in Archives of Otolaryngology for August, i254, makes the 
following alteration necessary in Abstract No. 729 i in the March issue 
of Abstracts of World Medicine : in line 10 for “it has not hitherto 
been possible” read “in many cases it has not been oon 
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Urogenital System | 


KIDNEY AND URETER 


1581. Tetracycline in Genitourinary Infections 

J. P. SANForD, C. B. Favour, J. H. HARRISON, and 
F. H. Mao. New England Journal of Medicine [New 
Engl. J. Med.} 251, 810-813, Nov. 11, 1954. 1 fig., 4 refs. 


Early clinical trials have indicated that gastro-intestinal 
irritation occurs less frequently after administration of 
tetracycline than after administration of aureomycin 
or oxytetracycline. At the Peter Bent Brigham Hospital, 
Boston, the sensitivity in vitro of 200 strains of bacteria, 
recently isolated from patients with genito-urinary infec- 
tion, to tetracycline Was compared with that to the more 
commonly used antibiotics. The methods-and materials 
employed are described in detail. On some of the 
patients controlled therapeutic trials were carried out to 
correlate sensitivity in vitro with clinical response. 
Bacterium coli and other Gram-negative bacteria were 
found to be sensitive to tetracycline, but Aerobacter 
aerogenes and organisms of the Proteus group were not. 
It is concluded that tetracycline is a useful drug in the 
treatment of genito-urinary infections. — 

K. H. Taylor 


1582. Continuous Therapy of Nephrotic Syndrome in 
Children with Corticotrophin Gel 

*A. J. MERRILL, J. Witson, and L. F. TIMBERLAKE. 
Archives of Internal Medicine [Arch. intern. Med.] 94, 925- 
930, Dec., 1954. 5 refs. 


Continuous administration of corticotrophin was tried 
in the treatment of 25 children suffering from nephrosis. 
The initial dosage was 1 mg. per lb. (2-2 mg. per kg.) 
body weight daily,’ but some of the patients needed a 
slightly larger dose before albuminuria ceased. When, 
at most, only a trace of albumin was found in the urine 
the dosage was gradually reduced. Oedema disappeared 
in all except one patient within 2 to 6 weeks and albumin- 
uria in all but 2. Relapse occurred in 12 patients. 
Nine months after the start of treatment 14 patients were 
in remission and were not receiving corticotrophin, while 
9 others were also in remission but were still receiving 
treatment. There were no deaths. G. Loewi 


1583. High Protein Diets in the Treatment of the 
Nephrotic Syndrome 

J.D. Clinical Science [Clin. Sci.] 13, 
Nov., 1954. 5 figs., 22 refs. 


The author studied the effect of a varying intake of 
protein on 3 patients with the nephrotic syndrome 
admitted to Queen Elizabeth Hospital, Birmingham. 
Nitrogen balance was studied while the patients were 
receiving a diet which provided 60 to 200 g. of protein 
aday. All 3 patients were in positive nitrogen balance 
for many weeks, and the higher the protein intake, the 
greater the positive nitrogen balance. The serum protein 
level rose slightly, on most of the retained nitrogen was 


in the intracellular compartment. The urinary excretion © 
of protein varied, factors other than the alteration in 
protein intake being responsible for the fluctuations; 
however, in some other patients with the nephrotic syn- 
drome it was found that a rise in proteinuria usually — 
accompanied the rise in serum protein concentration 
resulting from a high-protein diet. In the 3 patients 
in the present investigation the urinary output of urea 
increased with a high-protein diet, but the increase was 
substantially less than that observed in healthy persons 
receiving the same diet. The urinary excretion of 
creatinine was relatively constant and independent of 
the protein intake, but the urinary excretion of amino- 
acids increased with a high protein intake. The author 
emphasizes the value of the prolonged administration of 
a high-protein diet in the treatment of the nephrotic 
syndrome. Bernard Isaacs 


1584. The Pathogenesis and Treatment of the Nephrotic 
Syndrome. (Zur Pathogenese und Therapie des nephro- 
tischen Syndroms) 

H. Sarre. Deutsche medizinische Wochenschrift [Dtsch. . 
med. Wschr.] 79, 1652-1654 and 1713-1717, Nov. 5 and 
12, 1954. 6 figs., 39 refs. 


At the Medical ‘Polyclinic of the University of Frei- 
burg the author studied the renal and biochemical 
changes occurring in rabbits in which a condition closely 
resembling the human type of nephritis with the nephrotic 
syndrome had been induced by Masugi’s method. 
Histologically, the tubules showed an abnormal appear- 
ance—mainly cloudy swelling—on the first day after the 
injection of the nephrotoxin, whereas glomerular changes 
did not develop before the fifth day. The mean values 
derived from four experiments showed that the serum 
albumin content fell progressively from the first day, 
that of « globulins beginning to rise at about the same 
time, whereas the serum levels of 8 globulins and 
cholesterol did not start to increase until the glomerular 
changes developed on the fifth day after the injection, 
nor were albuminuria and haematuria evident before the 
fifth day. 

In a second series of experiments the effects of acute 
and subacute poisoning with corrosive sublimate on the 
renal function of rabbits were studied. In acute poison- 
ing the changes in serum protein levels (loss of albumin 
and increase in globulin fraction) were much less marked 
than in subacute poisoning, although all parts of the 
tubules had undergone necrosis in animals dying of 
acute poisoning, whereas tubular necrosis could not be 
demonstrated in the animals dying from subacute 
poisoning. [The actual changes found, however, are not 
described.] It is concluded that the nephrotic syndrome 
results from tubular damage, but not from albuminuria 
as such. 

The second part of the paper is devoted to investiga- 


tions of the therapeutic effect of sex hormones on experi- 
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mental and clinical nephritis, both testosterone and 
oestradiol having proved successful. Rabbits suffering 
from Masugi nephritis with nephrosis received by sub- 
cutaneous injection 50 mg. of testosterone on the first 
day, followed by 10 mg. daily. The results were striking: 
not only did the albuminuria decrease, but the rise in 
serum f-globulin level was also markedly less than in 
control animals (from 10 to 18% compared with 30%), 
while the serum cholesterol level remained almost un- 
changed, rising from 100 to 110 mg. per 100 ml. whereas 
it rose to 350 mg. per 100 ml. in the controls. Of the 
control animals, 42% died within 14 days of the begin- 
ning of the experiment, at which time all the animals 
treated with testosterone were alive. Tubular changes 
in the group given testosterone were less prominent 
than in the control group, but the glomeruli showed 
more advanced proliferative changes. The development 
of tubular necrosis after the injection of corrosive sub- 
limate (3 to 12 mg. of HgCl2 per kg.) could be minimized 
or prevented by testosterone in daily doses of not less 
than 4 mg. per kg. Administration of oestradiol proved 
even more protective, a dose of 5 mg. on the first day 
followed by 1 mg. daily almost preventing the develop- 
ment of the Masugi nephro-nephritis—the blood non- 
protein nitrogen level never exceeded 58 mg. per 100 ml. 
(controls 86 to 186 mg. per 100 ml.), and the histological 
appearances of both glomeruli and tubules were those 
of a healing process with nothing more than a residual 
intracapillary nephritis. Similar results were obtained 
with oestradiol in animals given corrosive sublimate in 
doses which killed all the control animals within 4 days. 
Other hormones (methylandrostenediol, progesterone) 
and heparin were tried; the first seemed to influence 
the Masugi nephritis hardly at all, while the others had 
an adverse effect, which should be remembered when 
heparin is used in large quantities when making use of 
the artificial kidney. 

In 4 male patients (2 with chronic nephritis, 2 with 
amyloidosis) 12 weekly injections of testosterone of 
100 mg. each resulted in an astonishing improvement, 
while a girl of 24 years with the nephrotic type of 
nephritis responded to testosterone in a dramatic manner. 

L. H. Worth 


1585. A Controlled Investigation of the Effect of Diet 
on Acute Nephritis 

R. S. ILtINGwortH, M. G. and J. RENDLE- 
SHort. Archives of Disease in Childhood [Arch. Dis. 
Childh.] 29, 551-555, Dec., 1954. 7 refs. 


A controlled investigation of the effect of protein intake 
in acute nephritis is reported from the United Sheffield 
Hospitals and University of Sheffield. A total of 42 
children aged 2 to 14 years, who were admitted to hospital 
with a first attack of acute glomerular nephritis (Ellis’s 
Type I) were divided into two equal groups by the 
random sampling method. One group received a diet 
providing daily 0-25 g. of protein per Ib. (0-6 g. per kg.) 
body weight together with the amount lost daily in the 
urine; the other-group received the ordinary ward diet 
in which the mean protein intake was 1-23 g. per Ib. 
(2-7 g. per kg.) body weight. As a rule there was no 
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fluid restriction. Patients were kept in bed until the 
erythrocyte sedimentation rate was normal and there 
were no erythrocytes in a centrifuged specimen of urine, 
One of the patients on the low-protein diet died in the 
acute phase of the disease; the others remained on the 
diet until two consecutive Addis counts were normal 
(64 to 1,214 days—average 293 days). There was no 
significant difference between the two groups in the rate 
of healing. Evidence of persistent nephritis, such as 
the presence of albumin and of an excess of erythro- 
cytes in the urine, was found in 4 of the patients on a 
low-protein diet 14 to 40 months after admission to 
hospital and in 2 of the control group 13 and 28 months 
respectively after admission. It would appear, there- 
fore, that protein restriction is indicated only if the acute 
nephritis is very severe and anuria supervenes. 
A K. G. Lowe 
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1586. Electrolyte Therapy in the Control of Uremia: 
with Special Reference to Post-obstructive Uremia 

R. A. NEUBAUER and L. DuNsMorE. Journal of Urology 
[J. Urol. (Baltimore)] 72, 1074-1081, Dec., 1954. 39 refs, 


The authors present a further report from the Memorial 


‘Hospital, Wilmington, Delaware, on the successful treat- 


ment of renal uraemia and acidosis by a “‘ combined 
electrolyte regimen ”’ in which hypertonic sodium lactate 
is the principal agent. [The method was described in a 
previous paper (Neubauer, Amer J. med. Sci., 1954, 227, 
628; Abstracts of World Medicine, 1955, 17, 132).] 

In 9 out of 10 patients suffering from post-obstructive ’ 
uraemia with intrinsic renal disease the blood urea 
nitrogen values were restored to normal after periods 
of treatment ranging from 2 days to 11 weeks; the tenth 
patient died 3 days after treatment began. Oedema 
developed in only 2 patients and it was found that they 
had obtained extra salt illicitly. Hypertension, which was 
present in 4 cases, was not aggravated, and no pulmonary 
oedema occurred. Sodium was retained initially and 
the urinary excretion of sodium rose almost to normal 
levels. Initial hyperpotassaemia in 4 patients was cor- 
rected, and all patients retained some potassium. In all 
but one of the cases with high serum chloride values these 
decreased, and the low carbon dioxide combining power 
rose in all patients, in some to values above normal. 
The authors cautiously admit that the final evaluation of 
this treatment will depend on its efficacy in the hands 
of others. . Thomas B. Begg 


1587. Successful Use of Simplified Method of Intermittent 
Peritoneal Dialysis 

W.H. Waucu. Journal of Urology [J. Urol. (Baltimore)| 
72, 1095-1103, Dec., 1954. 2 figs., 11 refs. 


Peritoneal dialysis fell out of favour because of the 
accompanying risks of infection and peritonitis, but at 
Long Island College Hospital, Brooklyn, New York, 
the author has employed a simplified method of inter- 
mittent peritoneal dialysis which may prove valuable in 
the treatment of acute potassium intoxication or severe 
uraemia. By this means fluid and electrolyte balances 
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were well controlled and‘adequate drainage obtained for 
periods up to 29 days without undesirable reactions. 

The lavage fluid consists of Ringer’s and lactate 
solution or, for the treatment of hyperpotassaemia, 2 
parts of physiological saline to 1 part of M/6 sodium 
lactate; to each litre of this basic fluid are added 20 to 
60 g. of glucose, 50,000 U.S.P. units of penicillin, and 
0:5 g. of streptomycin. Paracentesis is performed in 
the midline below the umbilicus with the patient supine, 
the tubing from an intravenous infusion apparatus is 
attached to the trocar, and 3 to 3-5 litres of the above 
fluid at body temperature is rapidly instilled. The 
trocar is then withdrawn, a sterile rubber plug inserted 
in the wound, and a pressure dressing applied. After 
2 to 4 hours (or 4 to 6 hours in the case of severe hyper- 
potassaemia) the trocar is reinserted with the patient in 
the sitting position, and drainage accomplished by 
gravity. The site is re-dressed, and the procedure may 
be repeated as necessary, even 2 or 3 times daily. 

Two illustrative cases are described. In the first, in a 
‘boy suffering from severe acute glomerulonephritis with 
azotaemia and anuria, 45 dialyses were carried out in 
29 days; frequent aerobic and anaerobic cultures of the 
peritoneal fluid were sterile. Although large amounts of 
urea were removed, the condition of the patient was 
desperate and the outcome was fatal, but no peritonitis 
was observed at necropsy. In a second patient seriously 
ill with acute glomerulonephritis, anuria, and severe 
hyperpotassaemia, peritoneal dialysis produced tem- 
porary improvement, but death occurred after 12 days. 

Thomas B. Begg 


1588. Study and Management of Urological Patients 
with Renal Failure 

N. S. R. Maur. Journal of Urology [J. Urol. (Balti- 
more) 72, 1104-1136, Dec., 1954. 11 figs., bibliography. 


The management is described of 23 cases treated at 
the Columbia—Presbyterian Hospital, New York, for 
renal insufficiency following prolonged obstruction or 
infection of the urinary tract. The administration of 
sodium acetate by mouth helped to prevent uraemia and 
acidosis by maintaining the extracellular fluid volume 
and providing base for excretion with anions. In the 
absence of severe renal failure potassium was given in 
the form of the acetate to combat loss of potassium from 
alkalosis; in some cases calcium salts were required to 
prevent tetany. Aluminium hydroxide or carbonate by 
mouth diminished the absorption and accumulation of 
phosphate. In cases of uraemia accompanied by non- 
obstructive, bilateral, staghorn renal calculi the diet was 
adjusted to contain only 600 mg. of calcium, and alu- 
minium salts were added. In exacerbations of uraemia 
and acidosis in patients with chronic renal failure the 
aim of treatment was to correct the acidosis, maintain 
normal concentrations of calcium, Sodium, and chloride 
in the serum, and to overcome sodium depletion and 
replace potassium loss resulting from prolonged acidosis. 
For this, M/6 sodium lactate containing 1 g. of calcium 
gluconate per litre was often used. The author found 
that there was no advantage in correcting anaemia by 
transfusion if the haemoglobin value was 8 g. per 100 ml. 
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or more, unless major surgery was contemplated or 
haemorrhage was imminent. 

“ Advanced renal damage may cause fatal hyper- 
kalaemia, even with daily urine volumes of 2 litres. 
Hydrogen-charged cation-exchange resins given orally 
or per rectum were found to restore normal serum 
potassium levels. In 4 cases of advanced renal failure, 
in spite of a deficit in the amount of intracellular potas- | 
sium, there were dangerous rises in the serum potassium 
concentration during the administration of 30 mEq. of 
potassium per day. In the author’s experience the serum 
creatinine level and the 24-hour creatinine clearance are 
better tests of improvement in renal function than the 
blood urea nitrogen level, since the latter may diminish 
with a low-protein, high-carbohydrate diet. In one 
of the cases described acidosis and hyperkalaemia 
appeared to counterbalance the neuromuscular excita- 
tory effect of hypocalcaemia. It is concluded that, in 
non-traumatic cases, persistent elevation of the blood 
urea nitrogen level or a state of hyperkalaemia, despite 
free urinary excretion, indicates advanced renal damage. 

Thomas B. Begg 


1589. Certain Observations on the Uptake of Base in 
Uremia and Acidosis Due to Advanced Renal Disease 

R. A. NEUBAUER. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 228, 656-667, Dec., 1954. 
8 figs., 48 refs. 


The author discusses 8 cases of advanced renal disease 
with reference to the potential mechanism producing a 
body deficit of base, and presents the intake and output 
figures for sodium, potassium, and chloride noted during 
the administration of supplementary electrolytes in 
accordance with the author’s special method of treat- 
ment [see Abstract 1586]. Most of the patients were 
in extremis and had various degrees of deficit of base, 
although the history and clinical condition did not 
present a reliable guide to the magnitude of the deficiency. 
In 3 of the cases studied during sodium deprivation or 
restriction there was negative sodium balance unaccom- 
panied by any alteration in the chemical structure of the 
extracellular fluid or by elevation of the blood urea 
nitrogen level. 

Of the 8 patients, 4 were in coma and 4 were showing 
severe symptoms and signs of uraemia; 5 were cases of 
chronic glomerulonephritis, 2 of polycystic kidney, and 
one of chronic pyelonephritis. One patient with clinical 
oedema retained 1,000 mEq. of sodium during 8 days of 
therapy with hypertonic sodium lactate and completely 
lost the oedema, although there was no diuresis. 
Generally, however, the treatment had little effect on 
serum sodium concentration and there was a decrease in 
serum potassium level if potassium was not given in the 
early stages. Carbon dioxide combining power rose to 
values above normal and there was a concomitant drop 
in the extracellular chloride content. It appeared that 
the volume of distribution of hypertonic sodium lactate 
exceeded the volume of the extracellular fluid. Isotonic 
fluid in a volume sufficient to overcome clinical de- 
hydration did not always furnish an adequate amount 
of body base. Thomas B. Begg 


| 
j 
j 
; 
t 
] 
t 


PITUITARY GLAND 


1590. Enhancement of Insulin Action by Pituitary 
Growth Hormone 

P. J. RANDLE. Nature [Nature (Lond.)] 174, 1053-1054, 
Dec. 4, 1954. 9 refs. 


Experiments were carried out at the University of 
Cambridge to determine whether the insulin-like action 
of growth hormone depended on the presence of insulin. 
The hemidiaphragm of the rat in buffer solution was 
incubated for 3 hours with glucose (2-5 mg. per ml.) 
at 37°C. The addition of growth hormone alone did 
not influence the glucose uptake by the isolated dia- 
phragm, but did increase the uptake of glucose produced 
by insulin. 

These experiments suggest that pituitary growth hor- 
mone accentuates the action of insulin in promoting the 
entry of glucose into the cell. G. S. Crockett 


1591. The Treatment of Cushing’s Syndrome 

P. M. F. BisHop, F. N. Giover, R. R. DE Mowsray, 
and M. G. Tuorne. Lancet [Lancet] 2, 1137-1140, 
Dec. 4, 1954. 4 figs., 17 refs. 


Writing from Guy’s Hospital, London, the authors 
review their results in the treatment of Cushing’s syn- 
drome. Of a first group of 17 patients treated by radio- 
therapy to the pituitary gland they state: “As 5 were 
also operated on, the effects of radiotherapy cannot be 
easily assessed in these cases. Of the other 12 patients 
4 women improved somewhat and are still alive, whereas 
8 patients, including 6 men, did not benefit from. this 
treatment, 7 of them now being dead ”’. 

These rather disappointing results led the authors to 
embark on subtotal adrenalectomy. All patients were 
first investigated by perirenal insufflation 24 hours before 
the performance of intravenous pyelography, in order to 
exclude the possibility of adrenal tumour. If no tumour 
is present the authors advocate the removal of nine- 
tenths of the left gland, followed after a variable interval 
by total adrenalectomy on the right side. The operative 
approach and technique are discussed. Preparation of 
the patient included the administration of 200 mg. of 
cortisone at 48 and 24 hours before operation, and on 
the morning of operation. Subsequently the daily dose 
of cortisone was gradually decreased until a maintenance 
dose of 25 to 50 mg. was reached. In 4 cases a course of 
intramuscular testosterone propionate was given in addi- 
tion. Subtotal adrenalectomy was performed on 6 
patients (S women and one man) and unilateral partial 
adrenalectomy on 4. Of the former group, 2 died, 2 
months and one year respectively after operation, from 
hypertension; of the remaining 4 patients, 2 have relapsed 
and these 2 with one other were the only patients in the 
series who had not been treated by radiotherapy. In the 
authors’ experience the best results are obtained from a 
combination of the two methods of treatment, irradiation 
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of the pituitary gland being carried out after the first 
stage of subtotal adrenalectomy. In 3 cases delayed 
postoperative reactions developed, which were charac- 
terized by malaise, severe abdominal pain, pains in the 
limbs, and pyrexia. These reactions, in which the blood 
electrolyte levels were normal, responded however to 
further treatment with cortisone. A. G. Riddell 


THYROID GLAND 


1592. Significance of Solitary Nontoxic Thyroid Nodules, 
Preliminary Report 

J. B. VANDER, E. A. Gaston, and T. R. DAWBER. New 
England Journal of Medicine [New Engl. J. Med.] 251, 
970-973, Dec. 9, 1954. 15 refs. 


The authors, from Framingham Union Hospital, 
Framingham, Massachusetts, discuss the incidence and 
significance of solitary non-toxic thyroid nodules found 
over a period of 5 years in the population of a non- 
goitrous area. Altogether, 5,234 subjects (2,348 males 
and 2,886 females) between the ages of 30 and 59 years 
were examined, 75% being examined twice and 17% 
three times. It was found that 159 (3%) of the subjects 
had a single thyroid nodule, 26 of these subjects being 
males and 133 females. In 28 cases the nodule was 
removed surgically, but none was considered to be 
malignant. At the first examination 14 nodules were 
found in males and 72 in females; assuming these to be 
the total number of nodules present at one time the 
incidence in males would be 0-6% and in females 2-5%. 

D. G. Adamson 


1593. The Influence of the Thyroid in Malignant Disease 
J. G. C. Spencer. British Journal of Cancer [Brit. J. 
Cancer] 8, 393-411, Sept., 1954. 7 figs., bibliography. 


The variation in the incidence of cancer from country 
to country is most likely to be the result of environmental 
factors, since racial groups which have migrated appear 
to suffer the incidence of malignant disease characteristic 
of the community they have joined. In many countries 
there is an association between the incidence of cancer 
and that of endemic goitre; thus both cancer and goitre 
occur more frequently in Holland than in Belgium, while 
a similar association is demonstrable in the different 
counties of England and Wales, in the cantons of 
Switzerland, and in several other countries. 

Certain clinical observations also point to a relation 
between thyroid function and malignant disease: both 
the metabolic rate anid the incidence of malignant disease 
increase with age; puberty and pregnancy are periods 
favouring both the development of goitre and the rapid 
spread of malignant disease; administration of thyroid 
increases the effect of oestrogens on prostatic cancer 
and reduces keloid formation; the average weight of 
the thyroid gland in children in different parts of Europe 
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has been shown to vary inversely with the incidence of 
cancer in the population as a whole; and goitre and 
cancer are found together not infrequently in the same 
patient. In animal experiments thyroxine has been 
shown to prevent the successful grafting of tumours, 
increase the rate of disappearance of carcinogens, and 
increase the proportion of tumours which regress, while 
thyroid deficiency may have the opposite effect. 

The tumour regression which follows adrenalectomy, 
castration, and the administration of oestrogens and 
androgens has been attributed to the production of 
“medical hypophysectomy’’. While thyroxiné may 
exert its effect in the same way, it is suggested that it 
may also do so by encouraging normal tissue respiration, 
by reversing the process of dedifferentiation, by raising 
the metabolic rate, or by increasing the rate of excre- 
tion of a carcinogen. Thyroid deficiency is not regarded 
as a primary cause of cancer, but as one of the factors 
increasing the susceptibility to cancer. 

{In many of the instances cited in this paper the 

“‘ incidence ’’ of cancer would more properly be described 
as “ proportional mortality’; the differences recorded 
do not, therefore, necessarily lead to the conclusions 
which the author derives from them.] R. Doll 


1594. The Surgery of Thyroid Tumors 
H. Martin. Cancer [Cancer (N.Y.)] 7, 1063-1099, 
Nov., 1954. 22 figs., bibliography. 


This discussion of the surgical treatment of tumours 
of the thyroid gland is based on more than 30 years’ 
experience at the Memorial Center for Cancer and Allied 


Diseases, New York. [Surgical practice at this centre 
differs materially from that in most British centres, since 
in diagnosis great reliance is placed on examination of 
frozen sections, and in treatment on radical dissection of 
the neck performed at the same time as thyroidectomy. 
The difficulty of interpreting the histological appearances 
in thyroid disease, even with paraffin sections, is the most 
convincing objection to the former practice. As regards 
the latter procedure, the fact that it is applicable only to 
papillary lesions (constituting not more than half the 
total) is a drawback; even in such cases there is doubt 
about the need for this operation when the lymph nodes 
are not involved, and when they are it is questionable 
whether cervical dissection alone can be truly radical, 
since mediastinal, retrotracheal, and retro-cesophagea! 
nodes are liable to be involved.] 

The incidence of cancer in solitary and multiple 
tumours of the thyroid gland is discussed [but the clinical 
material at the author’s hospital is of a selected 
character]. He finds that the incidence of cancer is 


almost twice as high (15%) in multiple tumours [no ° 


doubt nodular goitre] as in solitary tumours (8%). 
It is pointed out that thyroid cancer does not arise in 
pre-existing adenoma and that lateral aberrant growths 
are in reality lymph-node metastases. The value of 
aspiration biopsy is discussed, but preoperative incisional 
biopsy is considered to be “ illogical and often harmful ”’. 
The operative technique is discussed in detail and post- 
Operative irradiation is virtually condemned. The 
author points out that parathyroid insufficiency seldom 
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occurs even after total thyroidectomy; other complica- 
tions, particularly injury to the recurrent laryngeal 
nerves, are discussed. The cure rate is closely related 
to the histological type of the tumour. Of 225 patients 
treated for cancer of the thyroid gland, 94 (45-8%) were 
alive and free from disease 5 years after admission to 
hospital. [This figure speaks for itself and is a tribute 
to the surgical skill of the author and his colleagues, 
whose special experience of block dissection of the neck 
is well known.] Guy Blackburn 


1595. Hypothyroid Myopathy. (Die hypothyreotische 
Myopathie) 

H. JessERER and O. BLAcIzEK. Deutsche medizinische 
Wochenschrift [Dtsch. med. Wschr.] 79, 1779-1783, 
Nov. 26, 1954. 1 fig., 27 refs. 


The symptomatology and clinical features of a type of 
muscular dysfunction of which the authors have en- 
countered 25 instances at the First Medical Clinic of 
the University of Vienna are described. The condition 
occurs in both children and adults and is associated 
with postoperative or cryptogenic thyroid hypofunction, 
being characterized by a combination of localized mus- 
cular cramps, sensory defects, and myotonia in addition 
to myxoedema. The diagnosis, differential diagnosis, 
treatment, and prognosis of the condition are discussed 
in detail. Norval Taylor - 


PARATHYROID GLAND 
1596. Differentiation of Hyperparathyroidism and the 
Milk—Alkali (Burnett) Syndrome 
L. H. Kyte. New England Journal of Medicine [New 
Engl. J. Med.] 251, 1035-1040, Dec. 23, 1954. 26 refs. 


One of the conditions which may simulate hyperpara- 
thyroidism is the syndrome due to an excessive intake of 
milk and absorbable alkali. This syndrome is charac- 
terized by hypercalcaemia without hypercalcuria, and 
was first clearly delineated by Burnett et al. in 1949 
(New Engl. J. Med., 240, 787; Abstracts of World 
Medicine, 1950,7, 51). The present paper, from George- 
town University Hospital, Washington, D.C., describes 
2 cases, one of the milk—alkali syndrome and one of 
hyperparathyroidism, in both of which there was a 
20-year history of excessive consumption of alkali and 
milk for alleviation of dyspepsia.’ The patient with the 
milk-alkali syndrome was uraemic, had hypercalcaemia 
and hyperphosphataemia, and suffered from severe 
pruritus. Treatment with a low-calcium diet and a high 
fluid intake resulted in a return of the serum calcium 
level to normal. The patient died some 5 months later. 
Necropsy revealed a congenital horseshoe kidney with 
marked hydronephrosis and pyelonephritis, and meta- 
static calcification in the lungs, kidneys, dura, orbits, 
and the medium-sized arteries. The parathyroid glands 
could not be found, and there was a large ulcer in the 
first part of the duodenum. 

The patient with hyperparathyroidism had suffered 
from repeated attacks of nephrolithiasis, with renal colic 
and haematuria. The urinary excretion of calcium was 


— 
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normal despite hypercalcaemia, and the serum phos- 
phorus level became subnormal during the patient’s stay 
in hospital. Exploration of the parathyroid region 
revealed an adenoma; after the tumour had been re- 
moved the serum calcium and phosphorus levels returned 
to normal. 

The author discusses the difficulties in the diagnosis of 
these cases, pointing out that the features characteristic 
of Burnett’s syndrome are sometimes found in hyper- 
parathyroidism. Renal damage and a high intake of 
milk may modify the biochemical features and the bone 
changes typical of hyperparathyroidism and thus add 
to the difficulty. The presence of a mild alkalosis and 
a rapid improvement in the blood chemistry when the 
patient is given a low-calcium-—acid-ash diet are two 
findings which point to a diagnosis of the milk—alkali 
syndrome. Pruritus and pigmentation of the skin are 
also sometimes found in this syndrome, but they do occur 
in other disorders associated with hypercalcaemia. In 
conclusion it is considered that the renal failure present 
in the milk-alkali syndrome is caused by the long- 
continued alkalosis and aggravated by the high intake of 
calcium, but there is no evidence that the syndrome can 
develop in the absence of pre-existing renal impairment, 
such as may well have been present in the case with the 
congenital abnormality of the kidney described above. 

Charles Rolland 
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1597. On the Anti-inflammatory Mechanism of Hydro- 
cortisone (Compound F) 

V. MENKIN. Science [Science] 120, 1026-1028, Dec. 17, 
1954. 4 figs., 12 refs. 


In an investigation of the effects of istiiaabidlinsit on 
the inflammatory mechanism, carried out at Temple 
University School of Medicine, Philadelphia, acute in- 
flammation was induced in dogs by the intrapleural 
injection of 1-5 ml. of turpentine under pentobarbitone 
anaesthesia. Test animals received 10 to 20 mg. of 
hydrocortisone as the free alcohol into the same site 
daily for 3 to 4 days thereafter, while control dogs 

received injections of saline. A sample of exudate was 
then withdrawn from the chest cavity of dogs of each 
group and the activity of the leucotaxine and leucocytosis- 
promoting factor (L.P.F.) extracted from the fluids 
assessed. In the test animals the activity of leucotaxine 
in regard to its ability to increase the permeability of 
small vessels and the outward migration of leucocytes in 
rabbits was reduced, while that of the L.P.F. in causing 
a rise in the leucocyte count and the discharge of im- 
mature polymorphonuclear leucocytes into the circulation 
in dogs was about one-half that of L.P.F. derived from 
control animals. 

The activity of L.P.F. was not affected by mixing with 
hydrocortisone in vitro, which suggests that in vivo 
hydrocortisone prevents the injured cells in the inflamed 
area from forming L.P:F. rather than interacting directly 
with preformed L.P.F. at the site of inflammation. On 
the other hand previous work by the author has shown 
that leucotaxine is to a large extent inactivated by 


cortisone or hydrocortisone in vitro, but the steroids 
may also prevent its formation in injured cells. 

The author concludes that hydrocortisone impairs the 
activity of the injured cell in producing some if not all 
of the specific chemical factors involved in inflammation. 

Norval Taylor 


1598. Simultaneous Administration of Cortical Steroids 
and ACTH: the Effect on Adrenal Weight and Cholesterol 
Concentration 

W. B. Rawts, E. BAKER, J. B. TICHNER, and J. W. 
GOLDZIEHER. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.} 44, 506-511, Oct., 1954. 11 refs. 


The effect of administration of cortical steroids on the 
weight and cholesterol concentration of the adrenal 
glands of hypophysectomized rats was investigated at 
St. Clare’s Hospital, New York. Cortisone, hydro- 
cortisone, and corticosterone in a dosage of 5 mg. daily, 
with and without 1 mg. of ACTH (corticotrophin) in 
aqueous solution 3 times daily, were the drugs used, 
each combination of steroid and ACTH being given to 
different groups of animals 7 days after hypophysectomy 
and this treatment continued for 15 days. 

It was found that cortisone, hydrocortisone, and corti- 
costerone did not reduce the weight of the adrenal glands, 
as compared with those of hypophysectomized control 
animals. Simultaneous administration of ACTH and 
steroids prevented adrenal atrophy, while ACTH, either 
alone or in combination with the steroids, caused re- 
generation and maintained the cholesterol concentration 
of the adrenal glands in hypophysectomized animals. 

The clinical implications of these findings are discussed. 

D. G. Adamson 


1599. Pheochromocytoma. A Study of 15 Cases Diag- 
nosed at Autopsy 

A. M. Mrinno, W. A. BENNETT, and W. F. KvALe. New 
England Journal of Medicine [New Engl. J. Med.} 251, 
959-965, Dec. 9, 1954. 6 figs., 27 refs. 


Phaeochromocytoma was diagnosed in 15 out of 
15,984 consecutive cases in which necropsy was per- 
formed at the Mayo Clinic between 1928 and 1951. 
In one case the tumour was malignant, with metastasis 
in the 12th thoracic vertebra; in the remaining cases 
it was benign and involved one adrenal gland only. 
The tumours varied in appearance from a slight focal 
enlargement of the medulla to a mass weighing 3,167 g. 
No correlation was found between the size of the tumour 
and the severity of the clinical symptoms. 

In 11 cases benign adrenal phaeochromocytoma was 
associated with hypertension, which was persistent in 9 
cases and paroxysmal in 2. In 3 cases hypertension had 
never been recorded over observation periods of 2 to 20 
years; the tumours in these cases were found incidentally 
at necropsy and were considered to be functionless. 
Cutaneous neurofibromatosis was associated with phaeo- 
chromocytomm in one case, this being the eleventh 
recorded case*of the coexistence of those two disorders. 
Benign nephrosclerosis was present in 5 cases and 
malignant nephrosclerosis in one; there was no evidence 


of this complication in the remaining 9 cases. 
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In 5 cases death was due to shock following operation 
for conditions other than phaeochromocytoma. 
D. G. Adamson 


1600. Sulphur and the Adrenal Glands. sauce a 
la surrénale) 
M. Loeper. Bulletin del’ Académie nationale de médecine 
[Bull. Acad. nat. Méd. (Paris)| 138, 446-451, Oct. 26, 
1954. 2 refs. 


In a study of the role of the adrenal glands in the 

metabolism of sulphur the author (with collaborators) 
has shown that unilateral adrenalectomy in dogs raises 
the blood sulphur level temporarily, especially that of the 
neutral sulphur fraction; and that the glands take up 
sulphur was shown by a study of the difference in arterio- 
venous levels of the element. Histologically, the sulphur 
is present mainly in the medulla in the form of a pigment. 
Subcutaneous or intraperitoneal injection of inorganic or 
organic sulphur compounds stimulated adrenal activity 
in a number of species (sheep, guinea-pig, and rat), as 
shown by a release of corticosteroids and ascorbic acid, 
a raised eosinophil leucocyte count, and changes in the 
_adrenal lipid content. Increased hypophyseal activity 
was also shown under these conditions. In discussion 
it is suggested that the effectiveness of sulphur compounds 
in the treatment of certain rheumatoid, and perhaps also 
some vascular, conditions may be due in part to their 
action on the adrenal glands. F. W. Chattaway 


1601. Small Pancreatic Islet Adenomata in Addison’s 
Disease. Report of Two Cases with an Analysis of Islet 
Size in These and Fourteen Other Cases 

J. C. Storer. Archives of Pathology [Arch. Path. 
(Chicago)] 58, 294-303, Oct., 1954. 3 figs., 29 refs. 


The claim of Hinerman (Arch. Path. (Chicago), 1951, 
51, 539; Abstracts of World Medicine, 1951, 10, 364) 
that there is gross islet-cell hyperplasia in Addison’s 
disease and that this accounts for the hypoglycaemia 
encountered in this condition has been examined at the 
London Hospital. 

The average weight of the pancreats at necropsy in 17 
cases of Addison’s disease was less than that in a control 
series of cases. Histological examination of sections, 
which included measurement of the proportion of islet 
to acinar tissue, did not reveal any increase in the 
absolute or relative amounts of islet tissue. Small 
adenomata of the islet cells were noted in 2 cases and 
although B granules were found in neighbouring tissue, 
none was seen in the cells of the adenomata. 

The author concludes that there is, if anything, a 
tendency to pancreatic atrophy in Addison’s disease and 
hence the hypoglycaemia must be of extra-pancreatic 
origin. The fact that adenomata occur with increased 
frequency in this disease may represent an attempt at 
focal compensatory hyperplasia in response to pan- 
creatic atrophy. Nigel Compston 


1602. Factors Influencing Adrenocortical Activity in 
Health and Disease 

R. I. S. Bayuiss. British Medical Journal (Brit. med. J.] 
1, 495-501, Feb. 26, 1955. 1 fig., bibliography. 
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1603. The Causes of Hypoglycaemia of Pancreatic 
Origin. (Essais de classification des hypoglycémies 


d’origine pancréatique) 
P. Brocg and J. VERNE. Presse médicale [Presse méd.]} 
62, 1770-1774, Dec. 25, 1954. 19 figs. 


Since 1924, when Harris first suggested hyperfunction 
of the islets of Langerhans as the cause of certain cases 
of hypoglycaemia, it has been shown that such hyper- 
function may result from a variety of causes. -On 
anatomical and pathological grounds four types of pan- 
creatic hypoglycaemia may be distinguished, associated 
with: (1) a benign adenoma of the islet cells; (2) a 
carcinoma; (3) certain forms of chronic pancreatitis; 
and (4) hyperplasia of the islets; together with (5) an 
entirely functional type in which the pancreas is histo- 
logically normal. Clinically, however, these types are 
indistinguishable, the symptoms varying only with the 
severity or degree of the hypoglycaemia, irrespective of 
its origin. 

In mild cases there may be only sudden attacks of 
hunger, especially for carbohydrates, between meals, in 
more severe cases there may be neuropsychiatric distur- 
bances, headaches, dizziness, apathy, asthenia, epilepsy 
(or, more often, localized convulsions), vasomotor dis- 
turbances, excessive salivation, and confusion, while in 
the most severe cases the condition may progress to 
coma, with complete muscular relaxation, normal 
cutaneous, tendon, pupillary, and corneal reflexes, anda 
bilateral extensor plantar résponse. The decisive diag- 
nostic sign is the reduction of the blood sugar level to 
below 75 mg. per 100 ml. The glucose tolerance curve 
shows either flattening throughout or an initial eleva- 
tion followed by a rapid descent of the blood sugar 
content below the fasting level. The severe forms are 
more commonly associated with a tumour, and once 
the pancreatic origin of the hypoglycaemia is established 
an exploratory laparotomy must be carried out in all 
such cases and a careful search made for tumours. 
Adenomata may be small and multiple, while the dis- 
tinction from carcinoma is not always easy, even on 
histological examination, and a wide excision should be 
made if there is any doubt. When no tumour can be 
found the condition may be due to diffuse hyperplasia 


of the islet tissue, in which case resection of the greater ~ 


part of the pancreas may be necessary. Eight cases are 
described in which hemipancreatectomy was performed, 
with complete success in 4 cases and total failure in one, 
the symptoms being partially relieved in 2 cases and the 
result not yet known in one. In milder cases medical 
treatment may be tried, though care should be taken in 
prescribing a high-carbohydrate diet since excess of 
sugar may lead to a stimulation of insulin secretion. 
Alloxan has failed completely to reduce the secretion of 
insulin when it has been tried, and cases have been 
reported in which, at necropsy, necrosis of the islets, such 
as is seen in animals treated with alloxan, was completely 
lacking. It is advised that if there is no improvement 
with medical treatment surgery should not be delayed. 

E. Forrai 
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1604. 
pathy 
B. F. CHow, D. A. Rosen, and C. A. LANG. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. (N.Y.)] 87, 38-39, Oct., 1954. 
1 fig., 6 refs. 


Becker and two of the present authors, working at 
Johns Hopkins University, previously showed (J. clin. 
Nutr., 1953, 1, 417; Abstracts of World Medicine, 1954, 
15, 513) that diabetics with retinopathy excrete signifi- 
cantly more of an intramuscular dose of vitamin By2 
(cyanocobalamin) than do non-diabetics, while diabetics 
without retinopathy excrete less than either of these 
groups. The authors of the present paper now report 
the results of further assay of the serum vitamin-B;2 level 
in 34 diabetics, 16 with and 18 without retinopathy, and 
in 5 non-diabetic subjects. [The method of assay is not 
precisely indicated, but would appear to be. that of 
Okuda et al. (Fed. Proc., 1954, 13, 1546).] ; 

The serum from each of the 16 diabetics who had 
retinopathy contained more than 200 yg. of vitamin Bi2 
activity per ml. (mean value 292+24 pyg.), whereas the 
sera from the 18 diabetics without retinopathy contained, 
with one exception, less than 200 pg. per ml. (mean 
value 162+18 jyg.). The sera from the 5 non-diabetics 
also gave vitamin B;2 levels of under 200 pg. per ml. 
These differences are statistically significant. Other 
evidence that this vitar-in may play a part, directly or 
indirectly, in carbohydrate metabolism is discussed. 

H.-J. B. Galbraith 


1605. The Clinical Features Associated with Kimmelstiel— 
Wilson Lesions 

G. W. Dana and C. G. Zusrop. Bulletin of the Johns 
Hopkins Hospital (Bull. Johns Hopk. Hosp.} 95, 338-347, 
Dec., 1954. 16 refs. 


In a study of the degree of correlation between the 
clinical characteristics of diabetes mellitus and the 
presence of Kimmelstiel—Wilson lesions in the kidney 
the records of 178 patients dying from diabetes mellitus 
and examined at necropsy at Johns Hopkins Hospital 
between 1938 and 1951 were reviewed and sections of the 
kidneys subjected to independent histological examina- 
tion. The sole criterion for diagnosis of a Kimmelstiel— 
Wilson lesion (glomerular nodulation) was the demon- 
stration of a hyaline nodular mass in the glomerulus. 
Such a lesion was found in 45 cases and was absent in 
133, being found more commonly when the disease had 
existed for longer than 5 years; nevertheless the lesion 
was not present in 52 cases of diabetes of more than 
6 years’ duration nor ih 26 cases of more than 11 years’ 
duration. 

A history of diabetic retinitis was recorded in 35 cases 
showing glomerular nodulation and in 12 cases without 
this lesion. The coexistence of retinitis and peripheral 
oedema strongly suggested the presence of nodulation. 
The triad of hypertension, albuminuria, and oedema 
was found in fewer than half of the cases with the 
Kimmelstiel—Wilson lesion, but when present was strong 
evidence in favour of such a lesion. Glomerular nodula- 
tion frequently occurs in association with renal arterio- 
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and arteriolo-sclerosis, but can occur in the absence of 
these; in 4 cases of nodulation in this series there was 
no hypertension, albuminuria, oedema, or retinitis, but 
in 6 of the most marked cases of nodulation the first 
three of these signs were present, together with uraemia 
and renal arteriosclerosis. The oedema found in 
patients without glomerular nodulation usually resulted 
from cardiac failure, but patients with nodulation often 
develop oedema which is not so caused. For this reason 
the authors reach only the limited conclusion that the 
occurrence of marked oedema in patients with the 
Kimmelstiel—Wilson lesion but without cardiac failure is 
associated with a combination of glomerular nodulation 
and arteriosclerotic nephritis—a condition roughly 
analagous to the combined involvement of glomeruli 
and arterioles in chronic glomerulonephritis. Extensive 
evidence that one of the early lesions in retinitis is capil- 
lary aneurysm raises the possibility that the lesion.in the 
glomerulus may be of similar derivation; this was sup- 
ported by the fact that such dilatations of glomerular 
capillaries were found in 11 of the present cases. 

R. S. Stevens 


1606. Dermal Reactions to Insulin Therapy 
R. G. Patey. Lancet [Lancet] 2, 1249-1250, Dec. 18, 
1954. 8 refs. 


In continuation of his previous studies (Lancet, 1949, 
2, 1216; Abstracts of World Medicine, 1950, 7, 612) the 
author now reports from the University of Leeds the 
results of further observations on sensitivity to insulin, 
with particular reference to the new insulin-zinc suspen- 
sions. He first demonstrated conclusively (in refutation 
of the finding of Fabrykant and Ashe) that diabetics 
who experience local reactions to insulin show a signifi- 
cantly greater skin reaction to the intradermal injection 
of insulin than do diabetics treated by diet and not 
receiving insulin. That this is not due to faulty tech- 
nique was shown by the fact that these “ sensitive ” 
patients showed little response to the intradermal injec- 
tion of buffer solution. These sensitive diabetics were 
then used as subjects for intradermal tests of five types 
of insulin-zinc suspension—one Danish, three British 
(two of these preparations being known to have pro- 
duced a local reaction when. used therapeutically), and 
an experimental insulin. also known to provoke local 
reactions. As expected, all these preparations gave posi- 
tive skin reactions, although one of the British products 
gave a notably smaller reaction than the rest. Again 
it was shown that the patients gave a minimal response 
to the injection of buffer solution. 

The experimental preparation of insulin, which pro- 
duced marked skin reactions, was then subjected to 
fractionation in the hope of finding a fraction showing 
a concentration of the dermal factor. Despite careful 
fractionation and repeated testing, however, it was not 
possible to show that the dermal factor was contained 
in any one fraction. Further, because the author had 
previously shown a significant association between local 
skin reactions and lipo-atrophy at the site of injection, 
this preparation of insulin and its various fractions were 
tested for lipolytic activity, but none was found. The 
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likelihood that different batches of the new insulin pre- 
parations will produce different degrees of reaction is 
pointed out. 

[This is a noteworthy and carefully planned experiment 
which shows that the zinc suspensions, contrary to 
original hopes, contain a fraction capable of producing 
local reactions. Nevertheless it has been the abstracter’s 
experience that local reactions do not occur so frequently 
with these new insulins.] J. N. Harris-Jones 


1607. The Lente Insulins. Insulin—Zinc Suspensions 

K. HALLAS-M@LLER, M. JERSILD, K. PETERSEN, and 
J. SCHLICHTKRULL. Danish Medical Bulletin [Dan. med. 
Bull.) 1, 132-142, Oct., 1954. 12 figs., 40 refs. 

Insulin and zinc unite to form a zinc-insulin com- 
pound which is slowly soluble at the pH of blood and 
consequently exerts a prolonged action without the 
addition of protamine or globulin, though it is necessary 
to avoid the presence of phosphate or citrate ions, which 
have an affinity for zinc greater than that of insulin. 


The duration of action of an insulin—zinc suspension | 


(1.Z.S.) is governed by the physical state of the suspended 
compound, the amorphous form having an action little 
longer than that of ordinary insulin and the crystalline 
form a more prolonged action comparable with that of 


protamine zinc insulin. The amount of zinc used in all © 


standard insulin-zinc suspensions is 2 mg. per 1,000 
units, but this amount may be halved or doubled without 
effect on the action of the insulin.. Variations in crystal 
size from 10 » to 50 » are likewise without effect. 
Crystalline 1.Z.S. derived from pig insulin has a more 
rapid action on some patients, but no species variation 
has been observed in the action of amorphous I.Z.S. 

For purposes of clinical evaluation the authors classify 
reactions to an injection of insulin into three types: 
(A) in which the patient reacts quickly; (B) in which the 
reaction is smooth throughout the 24 hours; and (C) in 
which the patient reacts slowly. Amorphous I.Z.S. gave 
predominantly a Type-A reaction in tests on 23 patients, 
and crystalline I.Z.S. gave predominantly a Type-B re- 
action in 22. A mixture of 3 parts afmorphous and 7 
parts crystalline 1.Z.S. produced a satisfactory Type-B 
reaction in 80% of 218 patients. Since the trials were 
restricted. to severe cases of diabetes, this means that 
80% of severe diabetics were controlled by a single daily 
injection of this mixture [which is the form now known 
as insulin zinc suspension or “‘ insulin lente ’’, the other 
types being 1.Z.S. (amorphous) (“ insulin semilerite ’’) 
and I.Z.S. (crystalline) (“‘ insulin ultralente’’) respec- 
tively]. 

Insulin zinc suspension has been in use at Hvidore 
Hospital, Copenhagen, for 3 years and in that time 
1,030 patients have started treatment with it, most of 
them as in-patients; 96% of the patients needed only 
one injection a day, which consisted of I.Z.S. alone in 
80% of cases and of I.Z.S. with the addition of the 
amorphous or crystalline form in the remainder. The 
literature on clinical trials of 1.Z.S. is summarized. 

[This is a lucid and authoritative review of the essential 
scientific facts, clinical application, and literature of the 
insulin zinc suspensions. ] K. O. Black 
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1608. Response of Serum Inorganic Phosphate to Insulin 
in Normal and Diabetic Subjects 

F. De VENANZI, M. Rocue, and J. VERA. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. ~—. Biol. (N.Y.)] 87, 16-19, Oct., 1954. 
25 refs. 


It has been shown in animal experiments that the 
injection of insulin causes a fall in the serum inorganic- 
phosphate level. As a similar fall occurs in animals 
and in normal human subjects, but usually not in pan- 
createctomized animals, after the administration of 
glucose, it has been suggested that the depression of 
phosphate levels which follows the administration of 
glucose depends mainly upon insulin secretion by the 
pancreas. 

In an earlier investigation the present authors, working 
at the Medical Research Institute, Caracas, Venezuela, 
studied the effect on the serum inorganic-pHosphate level 
of intravenous infusions of glucose-in 54 diabetics arid 
found that two groups could be distinguished: those 
diabetics in whom there was a defective fall in phosphate 
levels, and those with a normal fall. It was assumed 
that in the former group there was failure of insulin pro- 
duction and that in the latter this function was normal 
or nearly so. 

In the present study, the results of which seem to sup- 
port this hypothesis, 20 diabetics who had not previously 
received insulin and who were fasting and at rest were 
given 0-1 unit of insulin per kg. body weight by intra- 
venous injection; blood samples for estimation of serum 
inorganic-phosphate level were taken at 15-minute inter- 
vals for one hour from the time of injection. The 20 
patients had previously been divided into two groups by 
means of the glucose—phosphate test, but no significant 
differenice between these groups in the response to insulin 
was demonstrated. Indeed, the fall in serum inorganic- 
phosphate level was less pronounced in these patients 
than in 42 normal subjects examined as a control. The 
authors discuss the view that the fall in serum phosphate 
level which follows glucose administration represents 
the “‘ peripheral utilization” of glucose, and conclude 
that the evidence available at present indicates that this 
fall is in part dependent upon insulin secretion by the 
pancreas. H.-J. B. Galbraith 


1609. Antigenicity of Insulin: Diabetes Induced by 
Specific Antibodies 
P. J. Motoney and M. Cova. Biochemical Journal 


[Biochem. J.] 59, 179-185, 1954. 16 refs. 


The authors describe experiments undertaken at the 
University of Toronto which confirm that insulin can 
exert a true antigenic effect, as manifested by the appear- 


‘ance of anaphylactic shock and the production of 


neutralizing antibodies. The work was carried out on 
guinea-pigs which were sensitized with crystalline ox or 
pig insulin. Anaphylaxis was then readily induced by 
the intravenous or intracardiac injection of 10 to 25 
units of insulin, symptoms of anaphylaxis (resulting in 
death) occurring within 5 minutes ‘of the challenging 
injection, whereas in non-sensitized controls neither © 
anaphylactic or hypoglycaemic shock was observed within 
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3 hours of the injection of corresponding amounts of 
the same insulin solution, and among these there were 
no deaths. 

By means of the mouse-convulsion technique it was 
shown that serum from the experimental guinea-pigs 
neutralized crystalline pig or ox insulin and also crude 
pig, ox, sheep, and rabbit insulin, one ml. of immune 
serum being capable of neutralizing about one unit of 
insulin. No neutralizing activity was observed in normal 
rabbit, sheep, or guinea-pig serum. 

Further studies on 6 batches of guinea-pig insulin 
revealed that there were two types of insulin which were 
immunologically distinct, since 5 of the batches could 
not be neutralized by immune serum but one could. 
The authors admit that they do not know the conditions 
necessary for the preparation of the type of guinea-pig 
insulin capable of being neutralized by specific serum, 
but they have designated the non-neutralizable type 
“native” insulin and the other “ altered ’’ guinea-pig 
insulin. In further studies a sheep given a series of 
subcutaneous injections of crystalline pig insulin over a 
period of 3 months produced no antibodies. Then after 
a period of 10 months without treatment, a further 
injection of insulin was given; 2 weeks later the sheep’s 
serum contained neutralizing antibodies and was also 
found to neutralize crystalline or crude insulin of pig, 
ox, rabbit, and sheep, but did not neutralize the crude 
guinea-pig insulin which was not neutralized by immune 
guinea-pig serum. 

The general health of guinea-pigs and sheep producing 
antibodies to insulin remained unaffected, and animals 
possessing serum of high neutralizing capacity showed 
normal blood glucose levels. These observations sup- 
port the inference that the antibodies present in the 
animals did not neutralize endogenous insulin, but it 
was shown that they did neutralize exogenous insulins 
injected into the animal. The authors suggest that their 
observations are conclusive evidence that insulin may 
be an effective antigen. They do not consider, however, 
that diabetes in human subjects is caused by an immunity 
mechanism since, in their view, it is most unlikely that 
immunization against endogenous insulin ever takes 
place. John Lister 


1610. Significance of Hyperglycemia without Glycosuria 
E. P. McCuLtaGH, W. N. FAwELL, and FP. J. LANE. 
Journal of the American Medical Association [J. Amer 
med. Ass.) 156, 925-929, Nov. 6, 1954. 6 figs., 11 refs 


To assess the value of routine blood sugar tests in the 
early detection of diabetes, “the fate was traced of 200 
patients who had been found at the Cleveland Clinic 
to have an abnormally high blood sugar level but no 
glycosuria, 200 patients whose blood sugar level had 
been normal being used for comparison. A blood sugar 
level of 180 mg. or more per 100 ml. within 24 hours of 
a meal, or of 120 mg. per 100 ml. more than 24 hours 
after a meal, was regarded as hyperglycaemic. Diabetes 
subsequently developed in 58 of the 200 patients with 
hyperglycaemia and in only 20 of the control group. 
Both groups were selected in that they consisted of 
patients attending hospital, and the high incidence of 
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diabetes found does not represent tha 
population. 


1611. Diabetic Bone Disorders (Osteoporosis and Hyper- 
ostosis). (Les ostéoses diabétiques (ost€oporose et 
hyperostose)) 

P. Bou.et and J. Mirouze. Annales de Médecine (Ann. 
Meéd.} 55, 674-721, 1954. 23 figs., 32 refs. 


An analysis was made of the records of 265 diabetic, 
patients aged 8 to 80 years, with special reference to 
the occurrence of bony complications, which are divided 
into osteoporotic and hyperostotic types. Osteoporosis 
was found in 13 women and 4 men ranging in age from 
49 to 74 years (average 59), among whom the mean 
duration of diabetes at the time of discovery of the 
osteoporosis was 2 years. Pain, commonly of root 
distribution or in the chest or abdomen, was the most 
prominent clinical feature and was the first symptom in 
40% of cases. Radiologically, the main features were 
the following: (a) bony rarefaction with “ pencilling” 
of the vertebrae; (6) signs of increasing bone weakness; 
(c) osteophyte formation; (d) osteoporosis of the feet 
and sometimes of the skull; and (e) calcification of the 
vessels. No abnormality in the serum calcium, phos- 
phate, or phosphatase levels was found and no increase 
in urinary calcium content was discovered. Biopsy of 
bone was carried out in 4 cases, the microscopical 
appearances of which were characteristic and showed a 
marked lack of osteoblasts, quite unlike the appearances 
in osteomalacia and hyperparathyroidism. Both the 
vascular and neurological complications of diabetes 
were frequently present. 

Evidence of hyperostosis was found in 10 women and 
9 men, their ages ranging from 51 to 80 years (average 65). 
Clinically, there were few symptoms and little of note was 
usually to be elicited—mild, non-ankylosing spondylitis 
and periarticular nodules on the feet being the most 
frequent findings. Radiologically, there was a peri- 
vertebral cage of calcification, and a similar periosseous 
zone was seen in the feet—particularly around the cal- 
caneus, where in addition exostoses might be present. 
Biopsy of the iliac crest in 6 cases showed an increase 
of fibrous tissue with accompanying osteoporosis. , 

The steroid content of the urine was measured in 9 
cases of osteoporosis, in 3 of which the 11-oxysteroid 
content was increased; in 4 normal, and in 2 reduced. 
The 17-ketosteriod content was constantly below normal. 
In the hyperostotic form there was no significant ab- 
normality in the urinary excretion of steroids. The 
authors put forward the hypothesis that diabetic osteo- 
porosis has an adrenal or pituitary—adrenal basis and 
diabetic hyperostosis a pituitary basis. 


I. McLean Baird 
[An abbreviated version of this paper, without the illustra- 
tions, was published in Diabéte, 1954, 2, 155.—Epitor.] 


1612. The Use of Hexosephosphoric Esters in the Treat- 
ment of Diabetes. (Sull’impiego degli esteri esosofos- 
forici nella terapia del diabete) 

C. Arpy and T. Montini. Minerva medica [Minerva 
med. (Torino)] 2, 1109-1114, Nov. 3, 1954. 17 refs. 
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1613. Peripheral Vascular Effect of Cortisone in Rheu- 
matoid Arthritis, Scleroderma, and Other Related Con- 
ditions 

B. N. CATCHPOLE, R. P. Jepson, and J. H. KELLGREN. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 
13, 302-306, Dec., 1954. 3 figs., 10 refs. 


The peripheral vascular response to cortisone was 
studied at Manchester Royal Infirmary in 22 patients 
with rheumatoid arthritis, systemic sclerosis, or other 
related conditions in which digital blood flow is reduced. 
Changes in the blood flow in the fingers were determined 
by means of a copper-tellurium disk connected to a 
mirror galvanometer, the disk being attached to the pulp 
of one finger, which was immersed in a water-bath at 
30°C. The resting temperature, the response to 
ischaemia produced by the application of a cuff to the 
upper arm, and the response to heating of the trunk and 
limbs were observed before and after administration of 
cortisone for 72 hours (50 mg. 6-hourly), and again 5 
to 7 days after cessation of treatment. 

Before administration of cortisone there was a reduted 
response to ischaemia and to heating of the body in 
patients with rheumatoid arthritis, but after administra- 
tion of the drug a marked improvement was noted and 
the resting temperature rose. When treatment ceased 
the digital blood flow fell below the pre-treatment level. 
In all these patients the clinical response to cortisone 
was good. In 3 out of 5 patients with non-articular 
rheumatoid disease and in one with dermatomyositis 


there was. some clinical and vascular response. In the 


remaining patients no improvement was observed either 
in the peripheral blood flow or in the clinical condition. 
Tests of reactive-hyperaemia time, which were carried 
out in all cases, showed that there was a marked increase 
in digital blood flow during cortisone therapy only when 
the hyperaemia appeared within 5 seconds; when the 
interval was more than 10 seconds cortisone appeared 
to have no effect. Furthermore, in all patients who 
experienced relief of symptoms some increase in digital 
blood flow was observed, whereas in those whose symp- 
toms were unaffected the blood flow was unchanged. 
There was no correlation between the result of the dif- 
ferential sheep-cell agglutination test and the response to 
cortisone. K. C. Robinson 


1614. Scleroderma (Based on a Study of Over 150 Cases) 
I. A. W. Duryege, and M. N. RICHTER. 
Annals of Internal Medicine [Ann. intern. Med.] 41, 1003- 


1041, Nov., 1954. 19 figs., bibliography. 


In this paper from New York University Post-Graduate 
Medical School and the University Hospital, New York, 
the clinical features and pathology of scleroderma as 
observed in 150 cases seen over a period of 14 years 
are discussed. In 25 cases the disease was of the cir- 
cumscribed type, but in the remainder there was evidence 


of generalized systemic involvement. The ratio of 
females to males was 2:7: 1. After a brief account of 
the clinical signs and symptoms and the laboratory 
findings, the authors describe the clinical and patho- 
logical aspects of the disease system by system. The 
results of laboratory tests were not diagnostic of or 
specific to scleroderma; the erythrocyte sedimentation 
rate was raised in 85% of the cases; calcium metabolism 
was normal, and in a number of cases abnormal findings 
suggested focal involvement of certain-viscera. 

The authors describe at length the changes which 
occur in the lungs, heart, kidneys, gastrointestinal tract, 
and blood vessels. In general they consist.in changes in 
collagen, changes in the arteries (acute arteritis), and 
the immediate and remote effects of collagen degenera- 
tion and arterial obstruction upon the skin and viscera. 
[This section of the paper is, however, too detailed to 
be abstracted and should be studied in the original.] 
The aetiology of scleroderma and the pathogenesis of 
the calcinosis which is observed in some cases are 
discussed. After a brief reference to the various drugs 
which have already been tried in the treatment of this 
disease the authors describe their experience with cor- 
tisone in 8 cases, in all of which some improvement was 
observed. 

[It is surprising that in such a long and detailed 
account no reference is made to the papers of Cullinan 
and Harper (Proc. roy. Soc. Med., 1953, 46, 507 and 512), 
in which the sigmoidoscopic and radiological changes in 
the colon are described. Only brief mention is made of 
the changes in the jejunum and ileum which Abrams, 
Carnes, and Eaton (Arch. intern. Med., 1954, 94, 61; 
Abstracts of World Medicine, 1955, 17, 139) have shown 
may dominate the clinical picture and lead to premature 
death from malabsorption.] Nigel Compston 
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1615. The Place of Phenylbutazone in the Treatment of 
Acute Rheumatism. (La place de la phénylbutazone 
dans le traitement actuel de la maladie de Bouillaud) 

G. ABLARD, A. LARCAN, C. Huriet, J. M. GILGEN- 
KRANTZ, and C. GIRARD. Presse médicale [Presse méd.]} 
62, 1865-1866, Dec. 29, 1954. 18 refs. 


The authors briefly describe their experience with 
phenylbutazone in the treatment of 26 cases of rheumatic 
fever seen at the Legouest Military Hospital, Metz, all 
the patients being soldiers of 20 years of age. 

The drug was given intramuscularly in doses of 500 
to 1,000 mg. daily during the first 3 to 6 days, this dosage 
being gradually reduced thereafter and the drug given 
by mouth as the general condition improved. Treat- 
ment was continued until the erythrocyte sedimentation 
rate had returned to normal or nearly so; this occurred 
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effects were noted. 

The authors comment on the rapid subsidence of 
articular pain, sometimes within a few hours of the first 
injection, and on the sense of well-being produced by the 
drug. The temperature usually fell rapidly during the 
first 24 hours of treatment. The erythrocyte sedimenta- 

‘tion rate and blood fibrinogen level returned to normal 
in 2 to 3 weeks. In 3 cases with cardiac involvement 
the heart condition was restored to normal, but no 
specific action of the drug is claimed in view of the small 
number of cases. In no case was there involvement of 
the endocardium. All these cases would have been 
considered suitable for salicylate therapy [see also 
Abstract 1622]. H. F. Reichenfeld 


1616. Recent. Experience in the Treatment of Rheumatic 
Carditis with Hormones and Salicylate. (Ulteriore con- 
tributo casistico sul trattamento ormonico-salicilico della 
cardite reumatica) 

G. Minerva pediatrica [Minerva pediat. (Torino)] 
6, 951-959, Dec. 15, 1954. 16 refs. 


The beneficial effect of the combination of salicylates 
with cortisone or corticotrophin (ACTH) in the treat- 
ment of 13 cases of rheumatic carditis has already been 
reported by the author and Menichini (Arch. ital. Pediat., 
1953, 16, 85; Abstracts of World Medicine, 1954, 15, 419). 
In the present paper the results in a further 11 cases are 
analysed, and the need for early and prolonged treatment 
is emphasized. Cortisone, which is probably preferable 
to ACTH because of the tendency to adrenal insufficiency 
in rheumatic fever, is given in doses of 50 mg. daily for 
a maximum of 3 weeks, the dose then being halved and 
the drug given for a further 30 to 60 days, after which 
the dose is halved again for a shorter period. In addi- 
tion, 4 to 6 g. of sodium salicylate is given daily, together 
with penicillin and streptomycin or aureomycin, while 
ascorbic acid and vitamins K and P are administered 
parenterally in. large doses. A salt-free diet is advised, 
but no evidence of fluid retention or hypokalaemia was 
noted. No patient in this or in the previous series has 
relapsed. The response to this treatment is often 
dramatic and rapid, and signs of carditis disappear. 
It is thought probable that even endocardial damage may 
respond favourably, and the author regards this form of 
combined therapy as indispensable at the present time in 
cases of rheumatic fever. A. Paton 


1617. Evolution of Murmurs in Early Rheumatic Heart 
Disease 

A. Zui and G. GAMNA. American Journal of Medicine 
(Amer. J. Med.) 17, 775-780, Dec., 1954. 5 figs., 11 refs. 


At Mount Sinai Hospital (Chicago Medical School), 
Chicago, 41 patients between the ages of 2 and 15 years 
suffering from a first attack of rheumatic fever were 
studied for periods varying between several weeks and 
3 years with special reference to the development of 
cardiac murmurs. For this purpose stethoscopic and 
logarithmic phonocardiograms were recorded over the 
apex, the mid-praecordium, and the pulmonary, aortic, 
and tricuspid areas. In most cases 3 recordings were 
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on the average after about 3 weeks. No adverse side-. 


made—in the acute phase, during recovery, and after 
stabilization—but the individual totals varied between 
2 and 8. 

The patients fell into four groups: (I) In 20 patients 
only systolic murmurs were detected at the first observa- 
tion; these decreased or disappeared in about one-half 
of the cases, and increased in the remaining one-half. 
A basal systolic murmur caused by stenosis is charac- 
teristically represented by a diamond-shaped phono- 
cardiographic tracing, and on this basis about one-third 
of the basal systolic murmurs found were considered to 
be transmitted from the apex. A pulmonary systolic 
murmur, not transmitted from the apex, was found in 
about one-half of the cases initially, but only in one- 
quarter at the final investigation; the majority of these 
murmurs are therefore attributed either to dynamic 
dilatation of the pulmonary artery or to rheumatic 
arteritis. By confrast, in about one-fifth of the cases an 
aortic, non-transmitted, systolic murmur remained 
present throughout, and was therefore interpreted as 
indicating organic aortic stenosis. . (II) In 13 cases, all 
severe, a systolic murmur and a diastolic rumble were 
present at the first examination. In 8 of these there was 
no longer any evidence of a diastolic rumble at the final 
examination, and in these cases the murmur is explained 
as due to “relative mitral and tricuspid stenosis’’, that is, 
ventricular dilatation or, in the absence of any demon- 
strable dilatation, as possibly due to oedema of the mitral 
leaflets. (IIT) In 4 cases there was also an aortic diastolic 
murmur which persisted. (IV) In 4 cases there were 
minimal systolic murmurs whose origin could not be 
localized. The results of this study emphasize the value 
of long-term observation in these cases. 

Disappearance of a murmur suggests that it was 
originally functional in origin; this occurred in about 
one-half of the authors’ cases of mitral systolic murmur 
and in about two-thirds of those in which a diastolic 
rumbling murmur was present initially; by contrast, 
aortic diastolic murmurs are seldom transient. 

A. Schott 


1618. Results of Hormone Treatment of Acute Rheu- 
matism in Children. Comparison with Salicylate Treat- 
ment. (Résultats du traitement hormonal du _ 
matisme articulaire aigu de l’enfant. Comparaison avec 
le traitement salicylé) 

R. A. MARQUEzY, J. DI MATTEo, C. BACH, and J. SCHRUB. 
Bulletins et mémoires de la Société médicale des hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris] 70, 844-850, Oct. 8, 
1954. 


The authors compare the results of treatment with 
cortisone and ACTH (corticotrophin) in 85 cases of 
acute rheumatism in children, in which all the symptoms 
responded rapidly, with those in a series of 128 cases 
treated in classic fashion with salicylates in full dosage. 
After a very full discussion [which should be consulted 
in the original] they: conclude that hormonal treatment 
is preferable for the acute articular stage of rheumatic 
fever and should last for 10 to 15 days. Longer periods 
are necessary only when the disease is unusually severe 
and the heart badly affected. 
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They consider that the therapeutic effect of hormones 
is good in so far as pericardial affection is concerned, 
but is uncertain when there is endocarditis and even more 
so when myocarditis is present. On the other hand 
they consider that the prophylactic effect of hormone 
therapy on all forms of rheumatic carditis is real and 
impressive. W. S. C. Copeman 


1619. Vessel Permeability in Juvenile Rheumatism. 
(CocynucTas peBMaTusme y 
O. D. SOKOLOVA-PONOMAREVA and V. P. BISYARINA. 
[eduampua [Pediatriya] 17-21, No. 6, Nov.—Dec., 1954. 


The plasma protein levels were studied at the Kalinin 
Medical Institute, Omsk, in 90 cases of active juvenile 
rheumatism, consisting of 38 cases of acute articular 
rheumatism, 32 of rheumatic carditis, and 20 of chorea. 
The average total plasma protein content was 3-02% 


lower than the normal value for the same age group; 


the plasma fibrinogen level was 2:35% higher in 51 cases 
and 1-57% lower in 34 cases; the plasma globulin level 
was 19-5% higher in 82 cases and lower than normal in 
only 4 cases; and the plasma albumin level was 20-3% 
lower than normal in 81 cases and higher in only 5 (in 
the remaining cases the values for all three plasma 
proteins were normal). In 79 cases the albumin: 
globulin ratio was significantly reduced. These changes 
are attributed to the changes in capillary permeability 
which occur in the active stage of acute rheumatism, as 
previously reported by the same authors (Pediatriya, 
No. 5, 1954, 3; Abstracts of World Medicine, 1955, 17, 
300). 

Analysis of the results showed that in cardiac and 
articular rheumatism, both in first and subsequent 
attacks, the plasma globulin content was increased and 
that of albumin decreased, signifying an increase in 
vascular permeability. In chorea the same was true in 
first attacks, but in subsequent attacks the changes were 
less in degree, signifying a less severe increase in capillary 
permeability. With clinical improvement the plasma 
protein pattern returned to normal in 26 out of the 90 
cases, the total plasma protein content in the other 64 
cases remaining lower than normal, although higher than 
before the institution of treatment. The plasma globulin 
level remained above normal in 56 cases and that of 
plasma albumin below normal in 63 cases. 

It is concluded that the determination of the total and 
individual plasma protein levels in juvenile rheumatism 
is of value in judging the degree of activity of the disease 
process. E. D. Fox 


1620. Fresh Air Treatment for Juvenile Rheumatism. 
(K Bonpocy 06 ucnonb30BaHHM OTKpbITOrO CBe Kero 
peBMaTHSMa y eTeH) 

K. G. GveesiAni. /7eduampua [Pediatriya] 41-45, 
No. 6, Nov.—Dec., 1954. 


During a one-year period 133 children aged 10 to 
15 years were admitted to the Children’s Clinic of the 
Medical Institute of Tbilis (Tiflis), Georgian S.S.R., in 
the acute phase of various forms of rheumatism, the sex 
distribution being approximately equal. The patients 
were divided into two groups: (A) 70 children who were 
M—2L 
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treated in the open air exposed to temperatures varying 
from —2-5° to 33-1°C.; and (B) 63 who were treated 
in normal wards. The treatment in all cases included 
rest in bed, administration of salicylates (0-5 g. per year 
of age per day) and amidopyrine (0-1 g. per year of age 
per day), and a course of 10 daily injections of 40% 
glucose solution containing 100 mg. of ascorbic acid. 
The average period of observation was 45 days. 

It was found that in Group A the erythrocyte sedi- 
mentation rate and leucocyte count returned to normal 
sooner and that the rise in haemoglobin and the diuresis 
were greater than in Group B. In all cases the blood 
pressure was below normal initially; it had returned to 
normal on discharge in 76% of cases in Group A, and 
in only 46% in Group B. The results of treatment were 
classified as “significant improvement”’, improve- 
ment’’, “no change”’, and “died”. The proportions 
of cases in these categories were, respectively, 55%, 43%, 
2%, and nil in Group A and 19%, 75%, 2%, and 4% 
in Group B. There were relapses in 14% of Group B 
but in only 5-7% of Group A. 

It is concluded that fresh air treatment, in conjunction 
with the more usual forms of therapy, should be used . 
more widely for juvenile rheumatism. E. D. Fox 


1621. Erythrocyte Sedimentation in the First Quarter 
of an Hour in Rheumatic Fever. A More Sensitive Test. 
(La sédimentation globulaire du premier quart d’heure 
au cours de la maladie de Bouillaud. Sa plus grande 
sensibilité) 

A. JOSSERAND and D. GERMAIN. Lyon médical [Lyon 
méd.] 192, 321-323, Oct. 17, 1954. 6 refs. 


The authors have determined the erythrocyte sedi- 
mentation rate (E.S.R.) in 10 cases of acute rheumatic 
fever, using the Cordier-Chaix vertical-tube technique 
but taking the reading after the first quarter of an hour 
as well as at one hour. Results showed that while the 
patients were febrile erythrocyte sedimentation was very 
rapid during the first quarter of an hour of the test, but 
when body temperature fell and during convalescence 
observation of the E.S.R. over an hour was generally 
necessary to show abnormality. The authors conclude 
that during acute rheumatic fever the degree of erythrocyte 
sedimentation at the end of 15 minutes gives a better 
indication of the acuteness of the inflammatory process 
than does the reading taken at the end of an hour, 
although the latter may be a better measure of the general 
state of the patient. Kathleen M. Lawther 


1622. A Recent Series of 200 Cases of Acute Articular 
Rheumatism among Military Personnel. (Sur 200 cas 
récents de rhumatisme articulaire aigu observés en milieu 
militaire) 

G. ABLARD and A. LARCAN. Presse médicale [Presse 
méd.] 62, 1671-1673, Dec. 1, 1954. 23 refs. 


The 3-year study reported here was carried out at the 
Metz Military Hospital, where 223 cases of acute rheu- 
matism in 20-year-old recruits were treated, representing 
5% of all admissions. The majority (114) of these 
young soldiers were experiencing their first attack of 
rheumatic fever. In 200 cases the attack (114 primary, 
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86 recurrent) was observed from its onset, the remainder 
being excluded from the study. Tonsillitis was observed 
in one-third of cases. The erythrocyte sedimentation 
rate (E.S.R.) was above 96 mm. in one hour in 56 cases, 
between 50 and 90 mm. in 54, and below 50 mm. in 80. 
In general the course of the illness was benign, and the 
average period of hospitalization was 4 to 5 weeks. 
Transient, benign cardiac involvement was detected by 
electrocardiography in 49 cases, severe myocardial 
damage was noted in 8 cases, valvular lesions of recent 
onset in 14, probable endocardial changes in 8, peri- 
carditis in 12, and a severe pancarditis in 2. 
Uncomplicated cases (168) were treated with salicylates 
by mouth in doses of 6 to 8 g. daily and this was increased 
and supplemented by intravenous administration if the 
E.S.R. exceeded 50 mm. in one hour. Penicillin was 
given in cases of tonsillitis. Hormone therapy was used 
in 28 cases with evidence of cardiac damage and in 4 
uncomplicated cases which did not appear to react to 
salicylates, 200 mg. of cortisone being given daily for 
6 to 10 days and the dose reduced in succeeding weeks, 
the total dosage of cortisone being 3 to 5 g. Where 
ACTH (corticotrophin) was used the dosage was less 
than half that of cortisone. It is claimed that 5 patients 
with endocarditis recovered completely, while 11 were 
greatly improved; 5 appeared to derive no benefit. 
While it is too early yet to assess the long-term effect 
of hormone treatment on rheumatic endocarditis, clinical 
impressions suggest that it represents a considerable 
advance on previous therapy. David Preiskel 
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1623. Metabolic Effect of Phenylbutazone in Gouty and 
Non-gouty Arthritis 

E. R. HurrMan, G. M. Witson, C. J. SmMyTH, and 
R. Hit. Annals of the Rheumatic Diseases [Ann. rheum. 
Dis.) 13, 317-323, Dec., 1954. 3 figs., 19 refs. 


The authors set out to solve the much disputed 
problem of whether phenylbutazone (‘ butazolidin ”’) 
does in fact have an uricosuric effect, and in this paper 
from the University of Colorado they present evidence 
showing that it does have this function if given in 
adequate dosage. In a study carried out on 9 gouty 
and 7 non-gouty subjects they found that oral administra- 
tion of phenylbutazone produced a serum level of the 
drug which was correlated with the dosage and which 
reached a plateau between the 6th and 8th days of ad- 
ministration. A daily intake of 600 mg. or more was 
necessary to achieve a serum level of 10 mg. per 100 ml. 
and to maintain a constant uricosuric effect. After 
administration for 8 days all cases showed a fall of serum 
urate level, that in the gouty subjects being 3-6 mg. per 
100 ml. (44% of the mean control value) and that in the 
non-gouty subjects 2-4 mg. per 100 ml. (42% of the mean 
control value). The average fall with a daily dose of 
800 mg. was greater than that with doses of 600 or 
1,200 mg. per day. With doses of 400 to 1,200 mg. 
per day the gouty cases showed a mean peak increase in 
24-hour urinary urate excretion of 350 mg., the cor- 


responding figure for the non-gouty subjects being 211 
mg. In 16 out of 19 cases the maximum rise in urinary 
urate excretion occurred before the serum urate level 
reached its lowest value, and was statistically significant. 
The effect on the non-gouty subjects was less marked 
and was not statistically significant, although a rise was 
noted in 7 out of 9 patients. In all cases there was 
increased renal clearance of urate over the 8-day period, 
accompanied by diminution in the endogenous creatinine 
clearance, both of these values being related to the 
dosage of phenylbutazone. In 3 cases in which a fall in 
serum urate level occurred with no increase in urinary 
urate excretion considerable oedema later developed. 
The authors conclude that “the alteration in renal 
function is one of the major mechanisms responsible 
for the decrease in serum urate in gouty subjects” 
treated with phenylbutazone. Other mechanisms, such 
as the dilution of circulating urate resulting from the 
increase in blood volume known to be caused by the 
drug and the dilution caused by retention of fluid and 
salt, are recognized as playing a part. While, as noted 
above, a serum phenylbutazone level above 10 mg. per 
100 ml. is necessary to bring about a significant increase 
in urate clearance, lower doses producing lower serum 
levels are often able to abort an acute attack, but in 
such cases the action of the drug is evidently not mediated 
by means of changes in renal function. : 
Harry Coke 


1624. The Effect of Periarticular Procaine Infiltration 
on Joint Temperature 

E. Fietcuer, J. H. Jacoss, and F. C. Rose. Annals of 
Physical Medicine {Ann. phys. Med.] 2, 123-127, Oct., 
1954. 5 refs. 


The temperature within a joint before and after pro- 
caine infiltration was recorded in patients with and 
without arthritic disease at the Royal Free Hospital, 
London. The medial or lateral aspect of the peri- 
articular tissues of the knee were infiltrated with 5 ml. 


of 2% procaine and the temperature within the joint 


measured by means of an indwelling thermocouple in a 
1-millimetre needle. A rise of several degrees occurred 
within 30 minutes in all the joints observed, the rise 
being highest when the initial temperature was low. In 
a second experiment the thermocouple needle was with- 
drawn after the initial temperature had been read and 
reinserted later after intervals varying from 30 minutes 
to 15 hours. The results were similar to those obtained 
in the first experiment, but it was observed that in one 
instance the rise in temperature was maintained for 15 
hours. No changes in temperature were observed when 
the thermocouple was introduced into the joint without 
previous injection of procaine or normal saline. The 
mean intra-articular temperature was raised in cases of 
osteoarthritis and it is suggested that this may be due to 
increased vascularity of the joint. 

The authors consider that the rise in intra-articular 
temperature that follows periarticular infiltration with 
procaine is the result of local paralysis of vasoconstrictor 
nerve endings, this allowing vasodilatation of the vessels 
supplying the synovium and capsule; and that the 
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** partial success attending various intra-articular injec- 
tions ’’ for the relief of pain in chronic joint disease is due 
to the preliminary procaine analgesia. 

7 J. B. Millard 


1625. Treatment of Chronic Arthritis by the Intra- 
articular Injection of a Plastic Material. Experimental 
and Clinical Details. (Essai de traitement des arthrites 
chroniques par injection intra-articulaire de matiére 
plastique. Données expérimentales et cliniques) 

G. ARNULF, R. BENICHOUXx, P. DEsLoux, and G. Morin. 
Mémoires de I’ Académie de chirurgie [Mém. Acad. Chir. 
(Paris)] 80, 933-939, Dec. 15, 1954. 3 figs., 1 ref. 


The authors conceived the idea of treating chronic 
arthritic joints by the intra-articular injection of a syrupy 
solution of an inert synthetic resin which, it was hoped, 
by spreading over the eroded articular surface and solidi- 
fying, would provide, as it were, a new “ cartilage ’’. 
After a large number of experiments an acrylic resin, 
a polymer of methylmetacrylate, allied to that used in 
the Judet arthroplasty (“ plexiglas’) was found to be 
the most suitable, and a non-toxic solvent was found 
in the monochlorhydrin of glycol. 

Experiments were conducted on 40 animals (22 dogs 
and 18 rabbits). Both hip-joints were exposed, and 
from each femoral head a fragment of cartilage and 
underlying bone was gouged out. Then on one side 
only—the other being left untreated as a control—a few 
drops of the sterilized acrylic solution was introduced 
into the joint space. This formed a thin pellicle on the 
articular surface, filling in the traumatized zone. The 
animals were killed at intervals varying from one month 
to one year. On examination of the hip-joints the dif- 


_ ference on the two sides was striking: on the side treated 


with the resin there was a perfectly regular surface, the 
experimental lesion being smoothly covered over; on 
the control side the injured zone was roughly eroded. ° 
These experiments having shown that this plastic 
material was well tolerated and had a favourable effect 
on cicatrization of a traumatic lesion, and having regard 
to the proved inert nature of the acrylic head used in 
the Judet operation, the authors have employed the 
treatment in a few cases of osteoarthritis of the hip-joint 
inman. The small number of cases and the short period 
of follow-up preclude definite conclusions at this juncture, 
but pain in each case was suppressed for several months. 
The future will show if this ‘“‘ chemical arthroplasty ”’ 
has a place in the treatment of suitable joint conditions. 
Kenneth Stone 


1626. Rheumatoid Affections of the Skin. (Afecciones 
cutdneas reumatoides. Comentarios a nuestra casuistica) 
X. VILANOVA, J. PINoL, and J. Rorés-QuUEROL. Actas 
dermo-sifiliograficas [Act. dermo-sifiliogr. (Madr.)| 46, 
106-126, Nov., 1954. 1 fig. 


The authors discuss 166 cases in which there were both 
cutaneous and rheumatoid manifestations occurring 
among patients seen at the University Dermatological 
Clinic, Barcelona. They are considered in two groups, 
those of primary rheumatoid disease with an accompany- 
ing cutaneous syndrame, and those of a rheumatoid 
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syndrome occurring in association with disorders of the 
skin. The series included 17 cases of lupus erythema- 
tosus with articular involvement in 9, 15 cases of sclero- 
derma with articular involvement in 4, 12 cases of 
erythema nodosum with arthralgia or articular swelling 
in all, and 69 cases of psoriasis arthropathica. 

‘ Eric Dunlop 


1627. Suppressive as Compared with Analgesic Hormonal 
Therapy in Patients with Rheumatoid Arthritis 

L. W. KINSELL. Annals of the Rheumatic Diseases (Ann. 
rheum. Dis.] 13, 307-311, Dec., 1954. 1 fig., 2 refs. © 


Some aspects of hormonal treatment of rheumatoid 
arthritis as carried out at Highland Alameda County 
Hospital, Oakland, California, are discussed. Since 
1950, 54 patients have received either ACTH or cortisone, 
the average duration of treatment being 16 months. 
Initially a high “ suppressive’? dosage of 80 units of 
ACTH or 200 mg. of cortisone was given daily for 8 
to 10 days. The dosage was then slowly reduced to a 
maintenance level which varied widely from case to case. 
In 11 patients the high dosage could not be tolerated 
and it was reduced to an “ analgesic ”’ level; in a further 
6 patients treatment had to be discontinued altogether. 
In 8 of these 17 cases psychosis developed and in 7 
“* alarming ’’ gastrointestinal symptoms were observed, 
usually during the initial period of treatment while the 
patient was still in hospital. All the patients were given 
a diet providing a high intake of protein and potassium 
and a low intake of sodium and carbohydrate. The 
author advocates a high suppressive dosage for the 
‘following reasons: (1) the “ salvage rate’’ of patients 
is higher than with a lower dosage; (2) the total quantity 
of hormones given over a period of 2 years is no higher 
than that given with other regimens; and (3) the incidence 
of side-effects is about the same as that observed with 
smaller dosages, provided due care .and attention are 
paid to diet. K. C. Robinson 


1628. Correlation of the Erythrocyte Sedimentation Rate 
and Gold Complications in Rheumatoid Arthritis 

L. KALLIOMAKI. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 13, 336-337, Dec., 1954. 3 refs. 


The relationship between the erythrocyte sedimentation 
rate and complications during gold therapy were studied 
in 173 patients with rheumatoid arthritis. No correla- 
tion with the E.S.R. was seen in cases in which dermatitis 
or eosinophilic reactions developed during gold therapy, 
but the incidence of leukopenia and proteinuria was 
higher in patients with a low E.S.R. It is suggested that 
dermatitis and eosinophilic reactions should be regarded 
as chiefly allergic, whereas leukopenia and proteinuria 
are more in the nature of toxic reactions to the gold . 
therapy.—[Author’s summary.] 


1629. Gold Treatment in Rheumatoid Arthritis. With 
Some Notes on Hormone-Gold and Hormone-Salazo- 
pyrin Therapy. [In English] 

F. BoHMAN. Acta genetica et statistica medica [Acta 
genet. (Basel)| 5, Suppl. 3, 1-164, 1954. Bibliography. 


Neurology and Neurosurgery 


1630. Acoustic Neuroma. Early 
F. A. and W. MckKissock. 
2, 1189-1191, Dec. 11, 1954. 11 refs. 


The results of operation in early cases of acoustic 
neuroma when the seventh and eighth cranial nerves only 
are involved are compared with those obtained in late 
cases—that is, when the tumour has grown large enough 
to cause more significant symptoms and signs. The 
. possibility and desirability of early diagnosis are empha- 
sized, the authors pointing out that in late cases operative 
mortality is high and postoperative morbidity is con- 
siderable. Deafness and tinnitus, followed later by 
vertigo, paraesthesiae or twitching of the face, and an 
unsteady gait without actual vertigo, are significant 
symptoms. The physical signs which are important in 
the early diagnosis of acoustic neuroma are perceptive 
deafness, impairment of the motor part of the corneal 
reflex, facial weakness, and an unsteady gait. Such 
symptoms and signs justify a full-scale otological investi- 
gation to determine the probable site of the lesion, 
whether in the eighth nerve or at the periphery. Eighth- 
nerve involvement, taken in conjunction with the clinical 
findings, is supportive evidence of acoustic neuroma. 
The satisfactory operative results obtained in 3 early 
cases are described. J. B. Stanton 


Lancet [Lancet] 


1631. Statistical Studies of Disseminated Sclerosis with 
Reference to the Necropsy Reports of 947 Cases. (Stati- 
stische Untersuchungen iiber die multiple Sklerose an 
Hand von 947 Sektionsprotokollen) 

M. MARETSCHEK, G. SCHALTENBRAND, and P. SEIBERT. 
Deutsche Zeitschrift fiir Nervenheilkunde [Dtsch. Z. 
Nervenheilk.] 172, 287-308, 1954. 8 figs., bibliography. 


In an attempt to find some explanation for the peculiar 
differences between the incidence of disseminated 
sclerosis in different countries, a statistical analysis was 
made of 947 cases of the disease collected from the 
necropsy records of a number of pathological institutes 
throughout Germany and the German-speaking part of 
Switzerland for the period 1906-50. 

The proportion of the total necropsy material which 
these cases represented showed some variation from 
place to place (being high, for example, in Hanover and 
also in Switzerland), and no satisfactory explanation 
could be found for this. The ratio of women to men 
was 6:4, although a difference between the rates of 
admission of the two sexes to hospital was a possible 
explanation of the female preponderance. An analysis 
by occupation seemed: to indicate an undue incidence 
of the disease among those in the public services. There 
was perhaps a significant positive correlation between 
disseminated sclerosis and goitre and ovarian cyst, and 
a significant negative correlation between disseminated 
sclerosis and diabetes and, more notably, malignant 
disease. 


During the period the proportion of cases of dis- 
seminated sclerosis in the total necropsy material rose 
R. Crawford 


slowly in all districts. 


1632. N Para-osteal and Para-articular 
Ossification in the Lower Limbs following Injuries to the 
Spinal Cord napaocranbune 
HOCTeH TpaBM CNHHHOrO MOsra) 

V. N. SHTERN and V. I. Skotnikov. Becmuyux Penm- 
zeHonozuu Paduonoeuu (Vestn. Rentgenol. Radiol 
45-51, No. 6, Nov.-Dec., 1954. 7 figs., 11 refs. 


The authors report that out of 41 cases of serious 
injury to the spinal cord, areas of pathological ossification 
in the lower limbs developed in 29, the changes appearing 
as early as 2 to 3 months after the injury. The ossifica- 
tion was most frequently observed along the inner con- 
dyle of the femur, less frequently round the hip-joint, 
rarely along the outer condyle of the femur, and excep- 
tionally along the diaphysis of the femur or the iliac 
ridge. There was no apparent relationship between the 
level of the spinal injury and the site of the pathological 
ossification, but the latter was more frequently seen on 
the side of the body most affected by the spinal injury 
where there was asymmetrical involvement. It was also 
noted that ossification was more massive in cases of 
cervical injury than in injuries at lower levels. Once 
established, the ossification showed no sign of regression. 
The authors believe that such pathological ossification is 
of neurodystrophic origin. A. Orley 


DIAGNOSTIC METHODS 


1633. Potentials Evoked by Auditory Stimuli in the 
Temporal Region in Certain Epileptics. (Potentiels 
évoqués par des stimuli auditifs sur la. région temporale 
de certains épileptiques) 

H. J. Gastaut, P. H. BeNnorr, M. ViGouroux, and 
A. Rocer. Electroencephalography and Clinical Neuro- 
physiology (Electroenceph. clin. Neurophysiol. ] 6, 557- 
564, Nov., 1954. 6 figs., 9 refs. 


From the Marseilles Faculty of Medicine 2 interesting 
cases are reported in which the electroencephalograms 
(EEGs) of epileptic children showed, in addition to a 
focus of’sharp waves over one temporal lobe, spike-like 
responses to brief auditory stimuli, recorded in the middle 
temporal region on the side opposite to that of the 
stimulus in one case, and in the same region but bi- 
laterally in the other. These responses showed recruit- 
ment with repeated stimuli and were dependent to some 
extent on the frequency and intensity of the stimuli; 
in one case a stimulus near the threshold intensity 
gave no response when applied to the right ear, but did 
so when applied to the left. The latency of the response 


492 


was 
and | 
at 27 
modi 
Th 
‘ kind 
ionosis posec 
speci 
1634. 
Effec 
M. | 
grapl 
Neur 
Th 
audit 
after 
pent 
healt 
Host 
barb 
alrea 
Duri 
. vary 
show 
pent 
and 
It 
durit 
of sl 
in a 
liabi 
1635 
Resy 
influ 
phot 
P. 
Clin 
phys 
TI 
stim 
disc] 
Pari 
illne 
The 
stim 
per 
decr 
com 
: to h; 
_A 
the. 
chil 
that 
abo 
dep 
app 
how 
resp 


& 


was 50 milliseconds and, with paired stimuli, refractory 
and relative refractory periods were found terminating 
at 275 and 375 milliseconds respectively. Sleep did not 
modify these results [but text and figures seem to dis- 
agree on this point). 


The authors believe these to be the only cases of their © 


kind to have been reported, and discuss the problem, 
posed by the Jong latency of what might otherwise be a 
specific auditory response. W. A. Cobb 


1634. A New Procedure for a Study of Barbiturate 
Effect and Evoked Potentials in the EEG 
M. E. CuHAFetz and J. CapituHac. Electroencephalo- 
graphy and Clinical Neurophysiology ([Electroenceph. clin. 
Neurophysiol.| 6, 565-572, Nov., 1954. 5 figs., 27 refs. 
The electroencephalographic responses to repeated 
auditory stimuli were recorded during natural sleep and 
after the injection of a standard dose (200 mg.) of thio- 
pentone into the sleeping and waking subject*in 12 
healthy young adults at the Massachusetts General 
Hospital (Harvard Medical School), Boston. The fast 
barbiturate response did not occur in subjects who were 
already sleeping, though it did in those who were drowsy. 
During natural sleep the response to a whistle might 
vary from moment to moment and sometimes also 
showed evidence of conditioning, whereas after thio- 
pentone the response was greater and more constant, 
and the tendency towards conditioning was diminished. 
It is supposed that the effect of thiopentone injected 
during sleep is to produce a deeper, more stable level 
of sleep with reduction of cortical inhibition, resulting 
in a more primitive type of response and a lessened 
liability to conditioning. W. A. Cobb 


1635. Factors Influencing the Electroencephalographic 
Response to Photic Stimulation in Children. (Facteurs 
influencant la réponse électroencéphalographique a la 
photostimulation chez l’enfant) 

P. LaGet and R. Humsert. Electroencephalography and 
Clinical Neurophysiology [Electroenceph. clin. Neuro- 


physiol.| 6, 591-597, Nov., 1954. 2 figs., 3 refs. 


The effect on the electroencephalogram (EEG) of. 
stimulation with repeated flashes of light from a gas- 
discharge tube was studied at the Hépital Trousseau, 
Paris, in 5,500 children [? all with neuropsychiatric 
illness] ranging in age from a few days to 16 years. 
The method used involved exposure to short periods of 
stimulation at ‘‘ each frequency” from 3 to 22 flashes 
per second, the frequency first being increased and later 
decreased. It was noted that activation was more 
common during the second phase [but this might be due 
to habituation rather than to the sequence of frequencies]. 

_ According to the criteria of activation enumerated by 
the authors, activation occurred in 406 out of the 5,500 
children. Statistical analysis of the findings showed 
that whereas in the adult the optimum frequency is 
about 15 flashes per second, in the child it is generally 
dependent on age, being low in infancy and only 
approaching the adult rate in adolescence; there were, 
however, many individual exceptions. While abnormal 
responses to photic stimulation in children are not at all 
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confined to those with convulsive disorders but occur 
also in other diseases of the nervous system, the authors 
consider that the development of sensitivity of the 
individual to photic stimulation parallels the develop- 
ment of the disease which gives rise to it. 

W. A. Cobb 


1636. Clinical Electromyography in the Study of the 
Pathology of Speech. sneKTpoMHo- 
TeNbHOe coo6ueHHe)) 

Y.S. Yusevicn. /Kypuaa Hesponamoaozuu u ITcuxua- 
mpuu [Zh. Nevropat. Psikhiat.] 54, 996-1005, Dec., 
1954. 6 figs., 8 refs. 


The author has made use of electromyography in a 
study of the various forms of aphasia seen in patients 
at the Institute of Neurology, Moscow. The electrodes 
of a 2-channel oscillograph were applied to the lower 
lip and the flexor surface of the fingers respectively, and 
the patients then asked to, repeat to themselves certain 
words. Such thinking about words did not produce 
myographic changes in normal persons, but in aphasic 
patients muscle electrical potentials were disturbed, the 
response varying according to the patient’s familiarity or 
lack of familiarity with the test words. The reaction was 
not observed in hysterical mutism. L. Crome 


HEREDITARY AND CONGENITAL DISEASES 


1637. Obstetrical Factors in the Etiology of Cerebral 
Palsy 

D. LatHaM, G. W. ANDERSON, and N. J. EASTMAN. 
American Journal of Physical Medicine [Amer. J. phys. 
Med.] 33, 353-358, Dec., 1954. 1 ref. 


The authors have investigated the obstetrical history of 
61 babies born in Johns Hopkins Hospital, Baltimore, 
between 1930 and 1951 and who at a later age were 
found to be suffering from cerebral palsy. Of these, 
18 (30%) were premature, as compared with an incidence 
of prematurity of 9-2% among 11,196 infants born in 
the same hospital in the 5-year period 1945-9. There 
was no significant difference between the mean age 
(25-4 years), racial origin, pelvic measurements, and the 
results of serological tests for syphilis in the mothers of 
these infants and in a control series. 

Vaginal bleeding at some time during the p: 
was noted in the obstetrical records in 24 of the 61 cases, 
half of these (12) occurring among the 18 mothers 
delivered prematurely. [No control figures are given]. 
The average duration of delivery did not vary significantly 
from normal, though in the full-term deliveries the 
second stage of labour lasted more than 3 hours in © 
5 cases, an incidence of 12% which the authors state is 
four times the normal frequency. Because of a pro- 
longed second stage and persistent occipito-posterior 
presentation rotation by forceps was performed five 
times, representing a frequency stated to be nine times 
the normal for this manceuvre at this clinic. 

Although a disproportionately high percentage of 
births [no figures given] were accompanied by vigorous 
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abdominal pressure or traction on the foetal head, no 
obvious trauma in these cases was noted. On the other 
hand 6 of the infants were born in the mother’s bed 
before an attendant could arrive, an abnormally high 
incidence. It is suggested that in these cases the very 
rapid delivery, implying unremitting uterine contractions, 
may have imposed both anoxia and trauma on the infants. 
The condition of the baby immediately after birth was 
judged to be poor in 33 cases (54%), whereas the average 
figure at this clinic is less than 5%. 

The authors conclude that the most likely explanation 
of the cerebral palsy in these infants was foetal anoxia 
secondary to minor degrees of placental detachment. 

{It is regrettable that in this paper, although the data 
seem to have been available, the figures for normal births 
in regard to many of the aspects discussed have not been 
included for comparison.] H. G. Farquhar 


1638. The Type of Spino-cerebellar Degeneration Affect- 
ing the Posterior Columns and Nerve-roots. (La forme 
radiculo-cordonnale postérieure des dégénérescences 
spino-cérébelleuses) 

A. BrEMOND. Revue neurologique (Rev. neurol. (Paris)] 
91, 3-21, 1954. 14 figs., 18 refs. 


The author has previously written in some detail on 
the subject of spino-cerebellar degeneration and in this 
paper presents some additional clinical and pathological 
findings. The spino-cerebellar ataxias were divided 
somewhat arbitrarily by Mollaret into 4 main groups: 
Friedreich’s disease, Marie’s ataxia, familial spastic para- 
plegia (Striimpell—Lorrain disease), and the Roussy— 
Lévy syndrome, the last named including the type in 
which the main clinical stress appears to fall upon the 
posterior columns and roots. 

Up to the present there had been no anatomical con- 
firmation of this clinical assumption, but the author now 
describes 6 cases occurring in two generations of one 
family in Amsterdam, in one of which it was possible to 
examine the cord histologically post mortem. The first 
patient, the father, developed at the age of 42 a chronic 
progressive affection of the nervous system, beginning 
with paraesthesiae in the hands. When seen 7 years 
after the onset he exhibited areflexia, ataxia of movement 
and speech, complete loss of deep sensibility affecting 
also the intrabuccal area, and a variety of choreiform 
movements. This patient died of bronchopneumonia 
at the age of 49. Two of his sons in their early twenties, 
exposed to the hardship and privations of forced labour 
in Germany in 1943, developed similar clinical dis- 
orders within a period of a few months, and in one 
of them there was again the loss of intrabuccal deep 
sensibility. These 2 patients have been followed up for 
9 years during which time their condition has remained 
static. A younger sister, daughter of the first patient, 
also exhibited areflexia, with sensory ataxia and paraes- 
_thesiae developing at the age of 22. The fourth and 
youngest child, a son, appears to have developed symp- 
toms of a lesser degree beginning at the age of 17. 
Later examination has revealed some ataxia, areflexia, 
and bilateral temporal pallor of the optic disks. Further 
inquiry regarding the family history showed that a 


brother of the original patient was believed to have 
suffered from optic atrophy. 

Post-mortem examination of the first patient revealed 
degeneration of the posterior columns of the cord and 
the medial portion of the posterior roots. The intra-’ 
pontine portion of the trigeminal root was also affected 
and there was a partial loss of the Purkinje cells in the 
cerebellum. 

From these findings the author concludes that this 
type of syndrome constitutes a specific entity. He 
draws attention to the frequency of optic affection 
in the spino-cerebellar disorders, amongst which he places 
this particular disturbance, and discusses the possible 
effect of dietary and other exogenous factors in producing 
the relatively rapid progress of the disorder—as in the 
2 sons who suffered war-time privations. The author 
also suggests that the choreiform movements present in 
2 of the cases could be attributed to the loss of deep » 
sensation rather than to an independent extrapyramidal 
disorder. L. A. Liversedge 


BRAIN AND MENINGES 


1639. Alexia. (Uber Alexie) 

H. Horr, I. GLONING, and K. GLONING. Wiener Zeit- 
schrift fiir Nervenheilkunde (Wien. Z. Nervenheilk.] 10, 
149-162, 1954. 28 refs. 


The authors, writing from the University of Vienna, 
describe the three main types of alexia. (1) Parietal or 
aphasic alexia. This is the result of a lesion of the 
angular gyrus in the dominant hemisphere and is usually 
accompanied by other symptoms which together form 
what has been described as the Gerstmann syndrome. 
Patients with this type of alexia cannot write spon- 
taneously but are able to copy. (2) Pure word-blindness. 
This type is the result of a lesion of the lingual gyrus 
in the occipital cortex and is usually accompanied by a 
failure to recognize colours. There is also a loss of 
the ability to recognize symbols, so that although there 
is no disturbance of writing*to dictation,. copying is 
impossible. A curious feature is that letters outlined by 
pressure on the skin can be recognized, since the ability 
to do this does not involve the use of the affected area 
of the brain. (3) The third type, congenital word-blind- 
ness, lies between the first two forms of alexia. In these 
cases there is agraphia, with an inability to write to 
dictation, but copying is possible. 

The authors describe an interesting case of alexia 
arising in a man blinded in the first world war. The 
patient, an intelligent man, quickly learned to read 
Braille and to use a typewriter. In 1951, however, after 
undergoing lobectomy for pulmonary carcinoma, he 
gradually lost the use of his arms and with it the ability 
to recognize the Braille symbols, although he could still 
feel them with his fingers. G. S. Crockett 


1640. The Functional Symptoms of Organic Disease of 
the Brain 

E. A. B. PrircHarpD. Lancet [Lancet] 1, 363-366, 
Feb. 19, 1955. 4 refs. 
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1641. Return of Motor Function in Hemiplegia 
C. VAN BuskirK. Neurology [Neurology] 4, 919-928, 
Dec., 1954. 3 figs., 37 refs. 


The author studied the restitution of function in 


hemiplegia, as related to the learning of certain simple 


motor activities, in 39 patients aged 24 to 76 at the 
Veterans Administration and University of Minnesota 
Hospitals, Minneapolis. In 36 cases the hemiplegia was 
vascular in origin, in 2 traumatic, and in one case it was 
due to disseminated sclerosis. 

Each day for 5 days a week records were made with 
suitable apparatus of the rate at which the patient could 
carry out finger tapping, alternate pronation and supina- 
tion of the forearm, alternate flexion and extension of 
the elbow, and a single flexion of the elbow on the two 
sides. Performance curves constructed from the weekly 
average values showed in 63% of cases an improvement 
on both sides for the first 2 months after the onset of 
paresis, and although the paretic side was consistently 
less dextrous, the rate of improvement was frequently 
greater than on the non-paretic side when the disability 
had not lasted longer than 2 months. After that period 
the rate of improvement tended to be the same on the 
two sides. _Thus the ability to learn appeared to be 
unimpaired on the paretic side, although one factor 
which apparently did decrease learning ability was the 
presence of severe mental deterioration. 

[This is not an easy paper to follow; the tables of 
results are not adequately explained and the conclusions 
drawn do not carry conviction.] N. S. Alcock 


1642. Combination of Surgery and Radiotherapy with 
Radioactive Cobalt (6°Co) in the Treatment of Glio- 


_ blastoma Miultiforme. (Eine kombinierte chirurgisch- 


radiologische Behandlung bei Glioblastoma multiforme 
mit radioaktivem Kobalt Co%) 

E. Kiar, J. Becker, and K. E. ScHeer. Archiv fiir 
klinische Chirurgie [Arch. klin. Chir.| 280, 55-65, 1954. 
2 figs., 8 refs. 


This paper from the University Surgical Clinic, 
Heidelberg, describes a method of treating malignant 
brain tumours, especially glioblastoma multiforme, by 
means of beads of radioactive cobalt (6°Co) inserted in 
the wound cavity after partial resection of the tumour. 
The authors favour operation in all such cases in order 
to verify the exact nature of the tumour and also to 


‘ reduce intracranial pressure. After removal of as much 


of the growth as is feasible, the insertion of beads of 
Co provides a considerable and constant dose of 
irradiation to the tissues in the immediate neighbour- 
hood of the tumour. Previous experience has shown 
that irradiation is effective only if a sufficiently high 
dosage is brought to bear directly on the tumour tissues. 
Healthy brain tissue is by no means so insensitive to 
Irradiation as is often supposed, and this method of 


direct application is a marked advance on indirect © 


irradiation of the unexposed brain which, in the high 
dosage required, is apt to produce a very undesirable 
heightening of intracranial pressure. It is noteworthy 
that with the method under consideration no oedema 
of the brain occurred. 


The essentials of the method are as follows. Activated 
beads of metallic cobalt 6 mm. in diameter and with a 
central perforation of 1-5 mm. are given a thin gold 
coating in order to filter off the unwanted f radiation. 


‘The activity of one such bead is about 4 mc., correspond- 


ing in respect of its y radiation to a mass of 6-5 mg. of 
radium. A sufficient number of beads to fill the cavity 
in the brain, up to 25, are strung on a thread of strong 
silk or nylon; if more than 25 are required, alternate 
beads of inactive “* plexiglas”’, similar in shape and 
size, are added so that the cavity is filled without in- 
creasing the dosage. The beads have the great advantage 
over radium tubes that they can be sterilized by heat. 
Full diréctions for carrying out the insertion are given. 
The thread is led out through a stab wound at some 
distance from the incision; through this the beads can 
be withdrawn after 20 to 24 hours, without disturbing 
the incision. 

This method has now been in use for over 2 years 
and, though it is not of course possible to give a final 
evaluation in so short a time and on only 34 cases, it is 
significant that the average survival period in cases of 
glioblastoma (previously 6 to 8 months) has been 
considerably increased. The first 10 patients given this 
treatment have survived for more than a year, the 
average period up to the end of, May, 1954, being 14 
months, and since 5 of the original 10 are still alive it is 
likely that the average period of survival will be still 
further increased. The history of 2 cases is given in . 
detail, and for comparison the authors report that of 8 
patients with glioblastoma operated on during the same 
period but not treated with ®°Co all are dead, the average 
period of survival being only 47 days and the longest 
period 6 months; also, it is notable that 5 of these 8 
died within the first 4 days after operation with signs of 
oedema of the brain. : D. P. McDonald 


1643. Control of Two Simultaneous Voluntary Motor 
Acts in Normals and in Parkinsonism 

R. S. ScHwas, M. E. Cuaretz, and S. WALKER. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat. (Chicago)| 72, 591-598, Nov., 1954. 7 figs., 
5 refs. 


During observation at Massachusetts General Hos- 
pital, Boston, of a large number of patients with 
Parkinsonism the authors noted a motor defect, other 
than tremor and rigidity, which they describe as “ the 
inability to maintain at the same time two voluntary 
motor activities’. This motor impairment is not to be 
confused with that of associated motor movements, 
such as swinging the arms when walking or turning both 
the eyes and head when looking to the side, the loss of 
which is one of the earliest manifestations of Parkin- 
sonism and is well described in the literature. 

Inability to maintain at the same time two separate 
motor activities is characteristic’ of nearly all patients 
with Parkinsonism, and the authors describe it in the 
following terms. A patient seated in a hotel lobby notes 
an acquaintance entering the room. He starts to rise 
from his chair; this is motor activity No. 1, a com- 
plicated postural action involving balancing the body as 
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it reaches the erect position. After this motor activity 
has been started and is, say, half completed, the normal 
pattern would include the extension of the right hand in 
greeting; this is motor activity No. 2 and is not related 
to the first. When the patient starts motor activity No. 2 
he finds that the first has ceased, resulting in his falling 
back into the chair. If he again attempts to rise from 
the chair motor activity No. 2 ceases and his right arm 
falls awkwardly. Other and somewhat similar diffi- 
culties are encountered daily in such combined motor 
activities as eating or dressing. 

The authors have devised a simple quantitative test of 
two simultaneous motor acts in which the patient, while 
squeezing an ergographic bulb with the non-dominant 
hand, with the dominant hand traces a triangle and draws 
three perpendicular lines in addition, a total of six 
drawn lines. Results obtained in healthy subjects are 
correlated with those obtained in patients with Parkin- 
sonism and the physiological and emotional disturbance 
related to the difficulty of maintaining two separate motor 
activities in Parkinsonism are discussed. 

The authors suggest the term “ synkinesia”’ for the 
normal function and “ asynkinesia’’ for the impaired 
function seen in Parkinsonism. 


J. MacD. Holmes 


1644. The Origin and Development of Spasmodic Torti- 
collis. (Grundlagen und Erscheinungsweisen des Torti- 
collis spasticus) 

W. BrRAUTIGAM. Nervenarzt [Nervenarzt] 25, 451-462, 
Nov. 20, 1954. 2 figs., 40 refs. 


The author presents a long and detailed review of the 
follow-up results in 25 cases of spasmodic torticollis 
seen at the Ludolf Krehl Clinic, Heidelberg, in the last 
5 years. As has often been reported previously, it was 
found that in many cases frank signs of post-encephalitic 
Parkinsonism ultimately developed. The author con- 
siders that damage to the central nervous system caused 
by a blow on the head or in the neck region, emotional 
upset, or an occupation in which there is restricted or 
repetitive movement of the head and neck may all play 
a part in the aetiology of the condition. 

G. S. Crockett 


1645. EEG with Photic Stimulation: a Study of Children 
with Manifest or Suspected Epilepsy 

K. M. Herrin. Electroencephalography aud Clinical 
Neurophysiology [Electroenceph. clin. Neurophysiol.] 
6, 573-589, Nov., 1954. 11 figs., 25 refs. - 


At the Kronprinsessan Louisas Barnsjukhus, Stock- 
holm, the effect on the electroencephalogram (EEG) of 
intermittent, rhythmic photic stimulation was studied in 
children with epilepsy or suspected epilepsy and in 
controls. The children were not more than 15 years 
of age; 362 of them had had definite epileptic attacks, 
224 had had suspected attacks, and 70 had never had 
an attack. Anabnormal response to photic stimulation 
could not be precisely defined, but was easy to recognize 
when it occurred, being extremely marked. The inci- 
dence of such responses was 20°% in the children with 
definite attacks, 17% in the suspect cases, and 1-4% in 
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the control group. In addition, abnormal responses 
associated with clinical attacks were elicited in 3% of 
the definite cases and 1-8% of the suspects. It was 
found that a greater frequency and severity of attacks 
did not increase the likelihood of an abnormal response 
to photic stimulation, nor did abnormality of the resting 
EEG. On the other hand the proportion of abnormal 
responses was greatest among the older children, and 
was greater in girls (26-6%) than in boys (17-5%); the 
latter difference could not be attributed to any difference 
in age distribution between the two sexes, and the author 
speculates on the possibility that there is a specific 
biological basis for it. 

A rather curious finding was that abnormal responses 
were more frequent among children undergoing anti- 
convulsant therapy for grand mal than among those who 
were not. In cases of petit mal, however, treatment 
with tridione appeared to offer some protection against 
abnormal responses. W. A. Cobb 


1646. A Therapeutic Study of Magnesium Glutamate in 
Epileptics and Mental Defectives. (Etude thérapeutique 
du glutamate de magnésium chez des sujets épileptiques 
et déficients mentaux) 

J. Puecu and J. P. Constans. Semaine des hépitaux de 
Paris [Sem. Hop. Paris] 30, 4170-4178, Nov. 30, 1954. 
2 figs., 17 refs. 


The authors report the results of the treatment of 14 
epileptics aged 8 to 27 years, most of them suffering from 
petit mal and behaviour disorders, with magnesium 
glutamate in addition to the routine medicaments. In 6 
cases 1 g. of magnesium glutamate was given intra- 
venously daily for one to 2 months, the remaining 8 
receiving 2 g. per rectum daily for 2 to 3 months. . In 12 
of the 14 patients there was a great reduction in the 
number of attacks, to between one-third and one-fifth 
of the pre-treatment frequency. The method of ad- 
ministration of the. drug appeared to be of little impor- 
tance. In nearly all the patients there was concomitant 
improvement in general health, behaviour, and intel- 
lectual capacity. An increase in weight and in activity 
was noticed even in those in whom the number of 
attacks was unaffected. 

Magnesium glutamate was also given to a group of 
10 mental defectives ranging in age from 8 to 15 years, 
and with an I.Q. of from 65 to 82 (Binet-Simon scale). 
Clinical and psychometric examination was carried out 
before and after a 3-month course of the drug, which 
was given in a dose of 1 g. twice daily per rectum. 
Physical development and behaviour improved in the 
majority and the I.Q. rose by 3 to 8 points. In the 
authors’ opinion the addition of magnesium to glutamic 
acid potentiated its effects. A review of the biochemical 
and pharmacological actions of magnesium is appended. 

L. G. Kiloh 


1647. Nature and Extent of the Biochemical Lesion in 
Human Epileptogenic Cerebral Cortex. An Approach to 
its Control in vitro and in vivo 

D. B. Tower. Neurology [Neurolog) | 5, 113-130, Feb., 
1955. 7 figs., 31 refs. 
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1648. The Sequelae and Short-term Prognosis of 
Attempted Suicide. The Results of a One-year Follow-up 
of 200 Cases 

I. R. C. BATCHELOR and M. B. Napier. Journal of 
Neurology, Neuresurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.| 17, 261-266, Nov., 1954. 4 refs. 


Of 200 cases of attempted suicide admitted con- 
secutively to the Royal Edinburgh Hospital for Nervous 
and Mental Disorders, 199 were followed up for one 
year. Altogether 114 of the 200 patients were dis- 
charged directly home, and follow-up investigation 
revealed that 4 had committed suicide, 15 had died from 
other causes, 7 had made further unsuccessful attempts 
at suicide, and several had made assaults on others. 
Of the 55 patients transferred to a mental hospital (48 
voluntarily), 17 were still there at the end of one year, 
but two-thirds had been discharged home within 6 
months of the date of admission. Approximately 80% 
of all the patients not in hospital at the time of follow-up 
were employed. In about 5% of the 200 cases the social 
or personal environment of the patient improved after 
the attempted suicide, while in another 5% it became 
worse. In 15% the attempt at suicide proved emotionally 
disturbing to near relatives. 

The authors believe that a liberal policy of dis- 
charging these patients after a short stay in hospital 
is justified, provided that special attention is paid: (1) to 
patients, particularly in the older age groups, with con- 
tinuing depressive psychosis; (2) to the social environ- 
ment of those whose attempted suicide has an “ appeal 
element’; and (3) to the fact that repeated suicidal 
attempts are likely by those whose behaviour is per- 
sistently psychopathic. A. C. Tait 


1649. Psychosomatic Study of 46 Young Men with 
Coronary Artery Disease 

H. H. W. Mites, S. WALDFOGEL, E. L. BARRABEE, and 
S. Cops. Psychosomatic Medicine (Psychosom. Med.] 
16, 455-477, Nov.—Dec., 1954. 2 figs., 19 refs. 


The influence, if any, of emotional factors on the 
development of coronary arterial disease was studied in 
46 patients at the Massachusetts General and Hall- 
Mercer Hospitals, Boston, 49 healthy subjects serving 
as controls. The method of investigation consisted in 
a psychiatric interview, an assessment of social adjust- 
ment, and a battery of psychological tests. It was found 
that the patients with coronary artery disease had worked 
harder and experienced more stress and strain than had 
the controls. Differences in personality traits between 
the two groups were very slight. The patients with 
coronary disease were less inclined to be introspective 
but had more difficulty in handling aggressive impulses 
than the healthy subjects. The similarities between the 
two groups were, however, more striking than the 
differences. The authors conclude that their findings 
do not support the concept of a “* coronary personality ”’ 


but indicate that the ‘‘ major factors in the genesis of 
atherosclerosis are maleness, body build, and some 
intrinsic metabolic fault, probably inherited ”’. 

Desmond O’ Neill 


1650. Electrophysiological Investigations in Psychas- 
thenia and Hysteria. (O6 snextpodusnonormyeckux 

I. A. Peimer, M. B. Umarov, and N. A. KHRomov. 
Heeponamoanoeuu u []cuxuampuu [Zh. Nevro- 
pat. Psikhiat.] 54, 903-914, Nov., 1954. 8 figs., 5 refs. . 


Using a 6-channel oscillograph, the authors have 
examined 14 patients with psychasthenia and 36 with 
hysteria; several bipolar leads from the skull were 
employed, and electrocardiographic and electromyo- 
graphic recordings were also studied. 

As a result of this investigation the authors conclude 
that the electroencephalogram (EEG) of psychasthenic 
patients at rest is normal; stimuli falling upon the 
‘* first signalling system ”’ (that is, the nervous response 
to sound or light) affect the EEG only weakly or mode- 
rately, but those falling upon the “ second signalling 
system ’’ (verbal stimuli) produce appreciable changes, 
particularly depression of alpha-wave activity, thus indi- 
cating the predominance of the second signalling system 
in such patients. In patients with hysteria the response 
is reversed. Here the EEG is also normal at rest but is 
altered more significantly by stimuli affecting the first 
signalling system. 

Representative case histories are described and typical 
recordings are reproduced. L. Crome 


1651. Toxemia of Pregnancy and 

W. S. WieDoRN. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 120, 1-9, July—Aug., 1954. 4 figs., 
37 refs. 


The relationship, if any, between toxaemia of preg- 
nancy and schizophrenia was studied at the Charity 
Hospital, New Orleans, from the case records of 72 
patients with a total of 155 pregnancies and an incidence 
of toxaemia of 46-4% who had all been admitted 
to hospital for acute schizophrenia. A group of 54 
patients with a total of 150 pregnancies and an incidence 
of toxaemia of 22:2% served as controls. Statistical ana- 
lysis showed that toxaemia of pregnancy was more likely 
in primiparae who later suffered from schizophrenia 
than in the controls, the incidence being 83-3% in 24 
cases compared with 34-1% in 41 controls. Schizo- 
phrenic patients who had 4 pregnancies were less likely 
to suffer from toxaemia in successive pregnancies. The 
incidence of toxaemia was significantly lower in preg- 
nancies occurring after an attack of schizophrenia than 
in those occurring before such an attack. In schizo- 
phrenic patients toxaemia generally developed during 
the first pregnancy or in the pregnancy preceding the 
illness. 
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The author regards toxaemia of pregnancy as a psycho- 
somatic response of the total organism, and suggests 
that it may be regarded as a “ psychotic equivalent ’’. 
Schizophrenia and toxaemia are each thought to be part 
of an adaptation process. L. G. Kiloh 


1652. The Treatment of Manic Psychoses by the Ad- 
ministration of Lithium Salts 
M. Scuou, N. E. STROMGREN, and 
H. Voipsy. Journal of Neurology, Neurosurgery and 
Psychiatry (J. Neurol. Neurosurg. Psychiat.| 17, 250-260, 
Nov., 1954. 14 figs., 24 refs. 


At Aarhus University Psychiatric Hospital, Risskor, 
Denmark, the authors have treated 38 manic patients 
with the carbonate, citrate, or occasionally the chloride 
of lithium, the dose of the metal being generally between 
24 and 48 mEq. per day, corresponding to a daily intake 
of 0-9 to 1-8 g. of lithium carbonate. At intervals inert 
tablets were substituted without the knowledge of the 
investigators. There was no restriction of sodium 
chloride intake. The patients’ daily activity was assessed 
on a 3-point scale and evaluated over a considerable 
period. The total effect of the drugs was evaluated 
according to defined criteria as positive possible 
(when spontaneous remission could not be excluded), 
and “ negative 

The authors have no doubt as to the beneficial effect 
of lithium administration, which seems to be specific 
rather than sedative. A positive effect was observed in 
14 cases, possible in 18, and negative in 6. Slight toxic 
symptoms were noted in about one-fourth of the patients 
receiving the higher doses, but disappeared on withdrawal 
or reduction of the dose. No laboratory: test gives 
adequate forewarning of impending lithium intoxication, 
but nevertheless it is advised that serum lithium levels 
should be determined at regular intervals. In one 
patient similar electrocardiographic changes occurred 
twice during lithium administration, but 2 patients with 
chronic auricular fibrillation stood the treatment well. 
One patient died from a (probably fortuitous) cerebro- 
vascular accident. Occasional low-frequency activity 
appeared in the electroencephalogram in some cases. 

A. C. Fait 


1653. Chlorpromazine in Psychiatric Patients. Distur- 
bances and Complications. (Clorpromazinbehandling. 
Biverkningar och komplikationer) 
E. Gtacopinst and B. Lassenius. Nordisk Medicin 
[Nord. Med.} 52, 1693-1699, Dec. 2, 1954. 21 refs. 
Disturbances and complications occurring during 
treatment of 147 patients with chlorpromazine are 
reported. Each group of complications is examined, 
the literature is reviewed, and an explanation of their 
etiological mechanism is given. Pharmacological pro- 
perties, clinical effects and disturbances are compared. 
Disturbances during this treatment are rather common 
but mostly are mild and transient. In the present series 
the commonest ones were neurological disorders of 
extrapyramidal type (tremor, increased muscular tonus, 
etc.) 10-9%; dermatological (pruritus, urticaria, ery- 
thema) 18-4%; hematological (leucopenia and mild 


hypochromic anemias) 14-3°{; liver function distur- 
bances (transient jaundice) 2:7%; and slight rises in 
temperature. Only 6% of the patients had more serious 
complications: 3 with syndromes resembling Parkin- 
sonism, 4 jaundice, one agranulocytosis, and one sub- 
chronic dermatitis. On comparing the three different 
groups treated by “ hibernal’’ (‘‘ largactil’’); hibernal 
and “lergigan”’’ (largactil and phenergan”’ [pro- 
methazine]); and hibernal, lergigan, and barbiturates, 
it was found that the last-named group had the highest 
incidence of complications. A protective effect of 
lergigan against neurological disturbances was observed. 
Consideration of these data suggests certain possible 
contraindications and a number of precautions that 
should be observed, and gives some indications for 
necessary controls, treatment and prognosis.—[Authors’ 
summary.] 


1654. Toxic Liver Damage from Largactil (Chlorpro- 
mazine). (Toksisk leverskade efter largactil (klorpro- 
mazin)) 

G. GrytTinG. Nordisk Medicin {[Nord. Med.] 52, 1699- 
1701, Dec. 2, 1954. 10 refs. 


The author reports 2 cases of jaundice following treat- 
ment with “ largactil ’’ [chlorpromazine] in which there 
were normal hepatocellular function and signs of intra- 
hepatic biliary obstruction (hypercholesterinemia, hyper- 
phosphatasemia, pruritus). Laparotomy in one case 
revealed no extrahepatic obstruction; biopsy showed 
periportal cellular infiltration and.signs of biliary ob- 
struction. ACTH had an immediate effect in the first 
case after 10 weeks’ duration; ‘“‘ phenergan”’ [pro- 
methazine] was probably helpful in the second case.— 
{[Author’s summary.] 


1655. Jaundice During Chlorpromazine Therapy 

J. ZATUCHNI and G. MILLER. New England Journal of 
Medicine [New Engl. J. Med.| 251, 1003-1006, Dec. 16, 
1954. 4 figs., 8 refs. 


1656. Convulsion Dependence 
H. Bourne. Lancet [Lancet] 2, 1193-1196, Dec. 11, 
1954. 18 refs. . 


The term “‘ convulsion dependence ”’ is applied to that 
condition encountered only in psychoses in which the 
patient needs regular electric convulsion therapy (E.C.T.) 
“to maintain social adaptation, either at a level normal 
for him, or partly impaired”’. The condition may be 
transient, protracted, or persistent, the last-named occur- 
ring in schizophrenia, the senile psychoses, and epilepsy. 
The early symptoms—anxiety, insomnia, and alcoholism 
—indicating the development of convulsion dependence 
are described and the features of each phase are discussed 
with reference to illustrative cases. The author bases 
[none too securely] certain theoretical considerations of 
the action of E.C.T. and its efficacy in schizophrenia on 
the existence of this condition. J. B. Stanton 


1657. Endocrine Treatment in Psychiatry 
R. E. HempuiLt. British Medical Journal (Brit. med. J.] 
1, 501-504, Feb. 26, 1955. 30 refs. 
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1658. Treatment of Skin Disorders with A.C.T.H. and 
Cortisone 

MEDICAL RESEARCH Counci. PANEL ON THE DERMATO- 
LOGICAL APPLICATIONS OF A.C.T.H. AND CORTISONE. 
British Medical Journal [Brit. med. J.| 2, 1307-1313, 
Dec.’4, 1954. 8 refs. 


The present report, which emanates from the panel 
set up by the Medical Research Council in 1950 to 
investigate the value of ACTH and cortisone in skin 
disorders, describes the results achieved with these sub- 
stances in the treatment of exfoliative dermatitis, eczema, 
and Besnier’s prurigo. Dosage varied from 100 mg. to 
150 mg. of cortisone or 50 i.u. to 100 i.u. of ACTH daily; 
these doses were often reduced towards the end of the 
course, Or cortisone was replaced by diminishing doses 
of ACTH. Occasionally as much as 200 mg. of cortisone 
daily was given, and a few patients were treated by 
intravenous drip of ACTH, 10 i.u. daily. ‘Most patients 
also received ascorbic acid by mouth, 100 mg. twice or 
thrice daily, in some sodium chloride intake was re- 
stricted, and some received potassium chloride, 20 
grains (1-3 g.) three times a day, particularly if the 
urinary output and the body weight suggested that there 
was fluid retention. 

Of 18 cases of exfoliative dermatitis so treated, the 
condition was idiopathic in 11 and secondary to psoriasis 
in 7. The response in the idiopathic cases was good, 
more especially to ACTH therapy, and in most patients 
the affection was cured or controlled; individual require- 
ments varied widely and in some cases maintenance 
treatment had to be continued over long periods. In 
the 7 cases of exfoliative dermatitis following psoriasis 
there was a ready tendency to relapse, although all the 
patients responded initially; one patient suffered a severe 
exacerbation and treatment in this case was accordingly 
discontinued. 

A total of 80 cases of “‘ eczema” were treated, these 
being grouped aetiologically as follows: (1) constitu- 
tional eczema, (2) eczema from external irritants, 
(3) seborrhoeic eczema, (4) nummular and ° discoid 
eczema, (5) hypostatic and varicose eczema, and (6) 
eczema from external allergens. Except in seborrhoeic 
eczema and nummular and discoid eczema, the 
response was usually good, but there was a tendency 
to relapse when the hormones were withdrawn. The 
treatment was useful in combating acute exacerbations 
of eczema and in facilitating the introduction and 
effectiveness of other lines of treatment. ACTH and 
cortisone prevented or reduced the reaction to patch 
tests which had previously been positive in a few cases 
investigated for this effect. Of 8 patients with eruptions 
due to sensitization to drugs or chemicals, all were rapidly 
and completely cured by ACTH or cortisone. 

Lastly, 26 patients with Besnier’s prurigo were treated. 
_ As in eczema, the immediate response of the acute 
eczematous phase was good, but there was less effect 
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on the underlying lichenification. Unfortunately one 
of these patients, a boy aged 15 who had previously 
suffered from severe asthma, died in status asthmaticus 
7 days after cessation of treatment. There were three 
other deaths—a man aged 66 with exfoliative dermatitis, 
a man aged 64 with constitutional eczema who died 
from heart failure, and a man aged 70 with constitutional 
eczema who died from bronchopneumonia. Among 
the complications observed were moon-face (8 cases), 
water retention (7), transient glycosuria (3), and skin 
changes, including pigmentation, blackheads, milia, folli- 
culitis, warty lesions on the hands in 2 cases, and hirsuties 
in one female patient. Psychological disturbances were 
recorded in 6 patients. E. W. Prosser Thomas 


1659. An Evaluation of Hydrocortisone Acetate Oint- 
ment in Various Skin Diseases 

F. Kautz, L. McCorriston, and H. PRICHARD. 
Canadian Medical Association Journal (Canad. med. 
Ass. J.] 72, 7-11, Jan. 1, 1955. 4 refs. 


1660. Microscopic Studies of Fetal and Mature Nail 
and Surrounding Soft Tissue 

B. L. Lewis. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph. (Chicago)] 70, 732-747, Dec., 1954. 
6 figs., 18 refs. 


The author [quite rightly] attributes the present lack 
of understanding of diseases of the nails to the scanty 


‘knowledge of the normal anatomy and histology of the 


nail and its surrounding tissues. He here reports the 
results of detailed histological investigations carried out 
at the Mayo Clinic on the digits of 23 foetuses ranging 
in age from 6 weeks to 9 months and of 22 limbs which 
had had to be amputated on account of injuries or 
neoplasms. In order to avoid the loss of histological 
detail consequent on the process of decalcification of . 
the terminal phalanx, a technique was evolved of re- 
moving the bone with a fenestration burr in a dental drill. 

Among the many observations made [some of which 
are completely new, or which correct views that have 


- been held hitherto], perhaps the two most important are 


that the nail is formed not only from the proximal nail 
bed or matrix but also, in part at least, from the nail 
wall (the fold of skin covering the nail root), and that 
in the foetus a medium-sized blood vessel connects the 
nail fold with the distal interphalangeal joint. These 
two observations may help to explain the close asso- 
ciation of changes in the nails with pathological condi- 
tions in the paronychial tissues and in the underlying 


bony structures. 


[For details of the technical methods used, of the 
extensive observations made, and of the changes sug- 
gested in nomenclature the reader should consult the 
original, which is itself the abridged version of an un- 
published thesis.] A. Fessler 
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DERMATOLOGY 


TUMOURS 
1661. Benign Calcifying Epithelioma of the Skin 


S. G. CASTIGLIANO and C. J. ROMINGER. Archives 
of Dermatology and Syphilology [Arch. Derm. Syph. 
(Chicago)| 70, 590-600, Nov., 1954. 4 figs., 33 refs. 


The literature on benign calcifying epithelioma of the 
skin is reviewed and 3 cases seen at the American Onco- 
logic Hospital, Philadelphia,’ are described. Benign 
calcifying epithelioma occurs at all ages, although in 
about half the reported cases the patients were under 25 
years of age; the sex incidence is about equal. The head 
and neck are affected in about 70% of cases and the rate 
of growth is slow. Treatment is by excision. 

Usually the lesion takes the form of a subcutaneous 
mass which is yellowish or grey in colour, but in some 
cases the skin may be affected. Microscopical examina- 
tion reveals that the lesion is encapsulated and contains 


sheets and groups of mature squamous cells, some of . 


which may be necrotic. Other features are a tendency to 
keratinization, a foreign-body type of reaction, and cal- 
cification. Occasionally, in the older lesions, bone 
formation is seen. S. T. Anning 


1662. Kerato-acanthoma (Vegetating Sebaceous Cyst; 
Molluscum Sebaceum). (Le kérato-acanthome (kyste 
sébacé végétant; molluscum sebaceum)) 

A. Dupont. Annales de dermatologie et de _ syphili- 
graphie {[Ann. Derm. Syph. (Paris)] 81, 621-633, Nov.— 
Dec., 1954. 8 figs., 11 refs. 


The author, who was the first to describe a case of 
kerato-acanthoma in 1930 (Bull. Soc. belge Derm., 1930, 
177) briefly mentions the various reports of cases which 
have appeared since then, during which time he has 
himself seen and examined 28 further specimens. How- 
ever, his original description still holds good. The 
tumour appears almost exclusively on the exposed skin, 
especially of males aged between 60 and 80 years, varies 
in size from that of a pea to a hazel nut, and is hemi- 
spherical or cup-shaped, with a central depression 
blocked by a keratin plug. Histologically the tumour 
appears as a hemispherical pocket with well demarcated 
walls, these consisting of the Malpighian layer of epi- 
thelium and being continuous with the epidermis; 
numerous finger-like projections of the epithelium pro- 
trude into the cavity of the lesion, which is otherwise 
filled with keratinized material. On section the in- 
vaginated Malpighian layer seems to consist of inde- 
pendent epidermal islands, the surrounding connective 
tissue being infiltrated with lymphocytes and separated 
from the dermis by a thin layer of collagen. 

As to treatment, simple excision is sufficient. The 
author has seen no case of recurrence after this pro- 
cedure, even in cases in which histologically early 
malignancy was apparent. There is histological evidence 
that the tumour may arise in some cases from the 
infundibulum of hair follicles, but it may also arise in 
some cases from surface epithelium. Once it reaches 
maturity it persists for a time and then may either 
retrogress or undergo malignant change; in the latter 


case it is transformed into a basal-cell epithelioma and 
all traces of the preceding lesion are obliterated. This 
change has been observed in 6 of the author’s cases. 
Although the gross shape of the lesion resembles that 
of molluscum sebaceum, the characteristic granules have 
never been found in it; senile keratoses, which may 
co-exist, show the presence of atrophic epithelium rather 
than hyperacanthosis; the condition has also to be 
distinguished from.a common wart. The author prefers 
the term kerato-acanthoma to any other designation, 
and suggests that the terms ‘‘ vegetating sebaceous cyst ” 
and “ molluscum sebaceum”’ be rejected, since the 
tumour bears no relation whatever to the sebaceous 
glands, The various treatments suggested are briefly 
reviewed. As stated, the author is in favour of simple 
excision. Ferdinand Hillman 
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1663. The Aetiology of Gangrenous Pyoderma in 
Ulcerative Colitis. (Uber die Entstehungsursache des 
Pyoderma gangraenosum bei Colitis ulcerosa) 

D. WALTHER. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten [Z. Haut- u. GeschlKr.| 17, 355-361, Dec. 15, 
1954. 20 refs. 


The aetiology of gangrenous pyoderma in association 
with ulcerative colitis is discussed, with special reference 
to a case seen at the University Skin Clinic, Frankfort, 
in a woman aged 43 who after suffering from active 
ulcerative colitis for several years developed multiple, 


painful gangrenous ulcers first on one leg and then on 
the other. The author interprets the histological 
changes in the skin lesions as being due to vascular 
allergy, pointing out that they are similar to those seen 
in periarteritis nodosa but of a lesser degree. Bacterio- 
logical studies of the skin revealed a mucin-producing 
enterococcus, which was also present in the affected colon. 
It is thought that the skin lesions, which are generally of 
great chronicity and difficult to influence therapeutically, 
are caused by metastatic vascular emboli containing 
organisms from the colon, and that it is these which give 
rise to an allergic vascular response in the skin. 
G. W. Csonka 


1664. Urticaria Solaris 
A. D. Porter. British Journal of Dermatology (Brit. J. 
Derm.) 66, 417-428, Dec., 1954. 2 figs., 23 refs. 


A case of urticaria solaris is reported from St. John’s 
Hospital for Diseases of the Skin, London, and the 
attempts made to discover the wavelength of light 
responsible for the condition are described. A woman 
aged 30 had suffered from irritation of the skin on 
exposure to sunlight since she was 3 years of age. By 
means of a graded interference filter and a number of 
spectroscopic tests the author found that sensitivity 
extended from the ultraviolet region throughout the 
visible spectrum into the infrared. A sensation of 
irritation always preceded the formation of a wheal, 
these reactions being provoked only by light. Tests 


carried out with a variety of substances used to prevent — 
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sunburn showed that quinine sulphate (3%), methyl 
salicylate (10%), and salol (10%) were the only agents 
which, in the concentrations tried, increased the effec- 
tiveness of a basic cream and powder as a sun screen. 
Both antihistamine drugs and chloroquine sulphate 
proved of value in treatment. The aetiology of urticaria 
solaris is discussed. S. T. Anning 


1665. Staphylococcal Infections in General Practice 
L. Roopyn. British Medical Journal [Brit. med. J.} 
2, 1322-1325, Dec. 4, 1954. 14 refs. 


The epidemiology of infections due to Staphylococcus 
aureus—notably boils and styes—and the clinical and 
bacteriological features of such infections were studied in 
81 patients living on a housing estate in North London. 
The sites of infection noted were: eyelids (22%), 
forearms (19%), face (14%), axilla (8%), nose (8%), 
back of the neck (4%), other sites (25%). Of 113 strains 
of staphylococci isolated from the pus, 96 (85%) could 
be phage-typed; 93 of these were tested for penicillin 
sensitivity and 23 were found to be resistant. Of the 
70 penicillin-sensitive strains, 32 belonged to Group II. 
Infection recurred in 16 cases, the phage type of staphylo- 
coccus isolated being identified with that isolated in the 
first infection, indicating failure to eliminate a particular 
strain and not a fresh infection with a different strain. 
Staphylococci of the same strain were found in the nose in 
only 51% of patients with boils, but in patients with 
styes the nasal carrier rate was higher and the strains from 
the lesion and nose were identical in all cases. It is 
suggested that the organisms are present over a 
wide area of skin around a boil, where they remain 
dormant, possibly for many months. In 9 families 
there was spread of a single phage-type of staphylococcus 
to other members of the same household. 

[The most effective method of stopping furunculosis is 
to wash each boil and the surrounding skin with 70% 
alcohol for 5 minutes daily for a week, and after each 
washing to paint the area widely with 1% aqueous gentian 
violet.] ; E. W. Prosser Thomas 


1666. Concerning Zoster. (Uber den Zoster) 
F. Feyrter. Hautarzt [Hautarzt] 5, 391-397, Sept., 
1954. 9 figs., 34 refs. 


The author here draws the attention of dermatologists 
to certain observations which he has reported elsewhere 
and which, in his opinion, disprove the generally accepted 
view that zoster is caused by a dermatoneurotropic virus 
and that the vesicular eruption results from infection of 
the cells of the spinal and Gasserian ganglia. At the 
Pathological Institute of Géttingen University he has 
had the opportunity of examining at least 9 patients 
post mortem, all of whom had developed herpes zoster 
within a few days of their death from various unconnected 
causes. By careful microscopical examination he was 
able to show that the virus of zoster is not exclusively 
dermatoneurotropic, but may affect many different 
internal organs. 

The essential lesion appears to be an inflammatory 
reaction of the nature of an hyperergic capillaritis similar 
to that seen in periarteritis nodosa. In the acute phase 


501 


of the inflammatory process, irrespective of the organ 
attacked, cellular changes typical of zoster occur, in-' 
cluding balloon degeneration, the appearance of zoster 
bodies, and giant-cell formation. On the basis of these 
findings he asserts that the virus of zoster is blood-borne, 
lodging in and affecting many organs. 

H. R. Vickers 


1667. Favus of Scalp with Unusual Epidemiological 
Features 


_P. INMAN. British Journal of Dermatology [Brit. J. 


Derm.) 66, 409-410, Nov., 1954. 


PSORIASIS 


1668. Eccrine Function in Psoriasis 

R. R. Suskinp. Journal of Investigative Dermatology 
[J. invest. Derm.] 23, 345-357, Nov., 1954. 6 figs., 
10 refs. 


The author has investigated, at the University of 
Cincinnati College of Medicine, the sweating response of 
various areas of the skin in 5 patients with psoriasis. 
Sweating was induced thermally or by intradermal in- 
jections of methacholine chloride and detected by the 
application of a quinizarin—anhydrous sodium carbonate 
powder; punch biopsy specimens were taken from active 
and regressing psoriatic plaques, healed sites, and healthy 
skin. It was shown that sweating could not be induced 
in active psoriatic lesions, but occurred in the normal _ 
surrounding skin; regressing lesions and recently healed 
lesions likewise did not sweat until at least 2 months 
after clinical cure, and up to 21 months or even longer 
in other cases. Histologically, the anhydrotic glands 
closely resembled normal sweat glands, although a few 
of them showed keratin plugs in the duct ostia; dilata- 
tion of the sweat duct was occasionally seen in active 
and anhydrotic healed sites. 

The glycogen distribution in the sweat glands and 
tubules of active psoriatic and of healed anhydrotic skin 
was found to be_the same as in normal skin, but unlike 
normal skin it did not disappear or decrease after an 
adequate sweating stimulation. The acanthotic rete cells 
of psoriatic plaques showed a varying degree of glycogen 
content, which was mainly situated in the mid and upper 
portions of the stratum spinosum. 

The cause of the anhydrosis is discussed. It is thought 
unlikely to be due to structural changes in the sweat 
glands, the glycogen content indicating functional in- | 
tegrity. Ostial obstruction is a possible factor, but 
would not account for the widespread anhydrosis. 
Again, collapse and effacement, or perhaps even destruc- 
tion, of the sweat pores may be associated with the 
acanthosis and later regress with it, but such a theory 
would be difficult to reconcile with the absence of 
miliaria after a prolonged period of thermal sweating. 
On the whole the author is inclined to agree with the 
view of Shelly ef al., that obstruction of the ducts may 
by some mechanism damage the secretory mechanism of 
the glands, although this cannot be detected by the 
determination of glycogen histochemically. 

Ferdinand Hillman 
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Paediatrics 


INFANT FEEDING 


1669. Clinical and Chemical Studies in Human Lactation. 
IX. Breast-feeding in Hospital 

F. E. Hytren. British Medical Journal (Brit. med. J.] 
2, 1447-1452, Dec. 18, 1954. 4 figs., 17 refs. 


The 6,456 patients who were delivered of single infants 
at the Aberdeen Maternity Hospital during the years 
1951-3 were classified at the time of discharge from 
hospital in 4 groups according to their breast-feeding 
ability: (1).fully breast-feeding without difficulty (71-1%); 
(2) fully breast-feeding, but only after some initial diffi- 
culty (13-4%); (3) partly breast-feeding (2-7%); and 
(4) fully artificial feeding (12-8%). 

Of the difficulties which had arisen in Groups 2, 3, 
and 4, the most important single cause in both primi- 
parae and multiparae was poor lactation (39-4%). An 
illness of the baby preventing its being breast-fed for 
more than the first 4 days or some specific defect such as 
mongolism or cleft palate which precluded breast-feeding 
accounted for 16°6% of failures. Maternal opposition 
accounted for 14:7% and defective nipples for 10-5%, 
while sore nipples, the baby’s unwillingness to feed, and 
maternal disease were less important causes. 

Feeding difficulties were found to decrease in frequency 
with successive pregnancies up to the third and then to 
increase. With increasing age the proportion of success- 
ful breast-feeders diminished both in multiparae and in 
primiparae, although at each age multiparous patients 
were the more successful. 
old the incidence of poor lactation was 37-5%, whereas 
’ in multiparae of the same age group it was only 16-4%. 
Among primiparae delivered with forceps and by 
Caesarean section the incidence of feeding difficulties 
was particularly high, poor lactation being the most 
usual cause, while a similarly high incidence of difficulty 
among mothers of poor physique and in cases of severe 
pre-eclampsia was due largely to illness of the baby. 

Elaine M. Osborne 


1670. Neonatal Growth in Weight of Normal Infants on 
Four Different Feeding Regimens | 

W. L. NyHAN and M. A. WesseL. Pediatrics [Pediatrics] 
14, 442-448, Nov., 1954. 18 refs. 


The weight changes observed in 400 healthy newborn 
infants during the first 6 to 8 weeks of life were studied 
at Yale University School of Medicine, New Haven, 
Connecticut. The infants were divided into two equal 
groups according to whether they were breast-fed or 
bottle-fed, each group being then subdivided equally into 
those given a flexible feeding regimen and those given a 
fixed feeding regimen. During the first week of life the 
infants on a rigid feeding schedule lost more weight than 
those receiving food on demand, whether breast-fed or 
bottle-fed, the weight loss being highest in breast-fed 


In primiparae over 34 years. 


babies on a fixed schedule. - By the end of 6 to 8 weeks, 
however, there were no significant differences between 
the four groups, probably because all infants by this 
time were being given food ad l/ib., although the breast- 
fed infants tended to be a little heavier than the bottle-fed 
infants. It is considered that the differences observed 
throughout the investigation were related more to intake 
than to differences between cow’s milk and human milk, 
M. Baber 


PREMATURITY AND NEONATAL 
DISORDERS. 


1671. The Retinopathy of Prematurity 

J. D. Kerr and G. I. Scorr. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 29, 543-550, Dec., 1954. 
8 figs., 18 refs. 


Retrolental fibroplasia (retinopathy of prematurity) 
was found in 23 out of 1,257 premature infants born in 
Edinburgh between 1948 and 1952. Of these, 14 had 
no vision and 6 had partial vision, while in 3 there was 
spontaneous regression of the ocular disturbance. All 
except 3 of the infants weighed less than 4 Ib. (1-8 kg.) 
at birth and all but one were given continuous oxygen 
therapy. 

The average number of attacks of anoxia occurring in 
the infants with retrolental fibroplasia was 4-3 compared 
with 2-7 in 220 healthy infants. It is of interest that no 
fewer than 5 of the former also developed cerebral spastic 
diplegia compared with 11 of 240 controls. The authors 
conclude that anoxaemia is the most important factor in 
the aetiology of retrolental fibroplasia and that oxygen 
administration may aggravate the condition. The dura- 
tion of oxygen administration appeared to be more 
important than the concentration. 


[The article is well illustrated.] Winston Turner 


1672. Etiology of Retrolental Fibroplasia 

W. A. MANscHot. Archives of Ophthalmology [Arch. 
Ophthal. (Chicago)} 52, 833-845, Dec., 1954. 6 figs., 
38 refs. 


Lesions typical of the first stage of retrolental fibro- 
plasia were found at necropsy at the Rotterdam Muni- 
cipal Hospitals in the eyes of 3 out of 59 premature 
infants. In the earliest stage of the condition there is 
retinal oedema and a whorl-like proliferation of the 
capillary-forming mesenchymal cells, breaking through 
the internal limiting membrane and forming a preretinal 
capillary plexus. The 3 affected infants had had anaemia 
and interstitial plasma-cell pneumonia, and had been 
given oxygen and antibiotics. 

Reviewing the problem of the aetiology of retrolental 
fibroplasia, the author comments that although the con- 
dition has been attributed. to hyperoxia, a close cor- 
relation between its onset and the administration of 
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oxygen can be demonstrated in only a minority of cases 
—more often the condition begins after oxygen therapy 
has ceased. Embryological evidence suggests that capil- 
lary development is stimulated by hypoxia: the first 
capillaries in the retina develop from the side of the vein 
farthest from the arteries, spreading from there towards 
the arteries but leaving a capillary-free periarterial zone, 
and it has been shown in experimental animals that the 
width of this capillary-free zone varies directly with the 
arterial oxygen tension. Moreover, exposure of kittens 
to high concentrations of oxygen has been shown to 
inhibit capillary growth, resulting in retinal hypoxia and 
abnormal capillary proliferation when the animal is later 
exposed to a normal oxygen tension. In the premature 
infant the ratio of dead space to respiratory capacity is 
much greater than in the full-term infant; furthermore, 
the permeability of the mesenchymal septa surrounding 
the primitive alveolar spaces in the “ canalar”’ lung of 
the premature infant is inversely related to the degree of 
prematurity, while a true alveolar system does not develop 
before the date corresponding to full term, irrespective 
of what the infant breathes before that date. The pre- 
mature lung may well be so inefficient as to make it 
improbable that an abnormally high arterial oxygen 
tension can ever be maintained for long. 

The author suggests that the association of retrolental 
fibroplasia with interstitial plasma-cell pneumonia in his 
3 cases and in many others may indicate a causal relation- 
ship. Interstitial plasma-cell pneumonia occurs pre- 
dominantly in premature infants, and its incidence, like 
that of retrolental fibroplasia, tends to be inversely pro- 
portional to the birth weight. Pneumocystis carinii, 
which is commonly found in the lung in this condition 
(though not in the author’s 3 cases) and is thought to 
be the causative organism, thrives in a penicillin-rich 
medium and probably prefers a high oxygen tension, 
since it is usually found in the alveoli and bronchioles 
and rarely in the interstitial tissue. Thus exposure of 
the premature infant to a high concentration of oxygen 
would favour the development of interstitial pneumonia, 
with resulting hypoxaemia, in addition to its direct effect 
on the vessels of the retina. Such an association between 
retrolental fibroplasia and interstitial pneumonia would 
account for the occasional apparently epidemic occur- 


rence of the eye condition. J. Foley 
1673. Studies on the Anemia of Prematurity 
I, SCHULMAN, C. H. Smrru, and G. S. STERN. American 


Journal of Diseases of Children {Amer. J. Dis. Child.} 
88, 567-595, Nov., 1954. 15 figs., bibliography. 


This paper reports the results of investigations at the 
New York Hospital—Cornell Medical Center into various 
aspects of the problem of the anaemia of prematurity. 
Although differences have been known to exist between 
‘the haemoglobin of the human foetus and adult for 
nearly a century, studies of the concentration of foetal 
haemoglobin in the blood of premature infants have been 
very few and inconclusive. The authors therefore studied 
the distribution of the haemoglobins in 96 full-term and 
36 premature infants. They reached the conclusion that 
‘premature infants tend to have a higher concentration of 


503 


foetal haemoglobin at birth but to lose it at an earlier 
age than full-term babies. However, both continue to 
synthesize foetal haemoglobin for some time after birth, 
since it persists longer than 120 days, the normal life- 
span of the erythrocyte. In the premature infant the 
concentrations of foetal and adult haemoglobin appear 
to decrease at the same rate for the first 4 to 6 weeks of 
life. At this point there is a sharp increase in the pro- 
portion of adult haemoglobin and a slowing of the rate 
of fall in concentration of foetal haemoglobin, suggesting 
that there is a pronounced increase in haematopoietic 
activity at this time. The fall in concentration of both 
haemoglobins which occurs in the first 4 to 6 weeks is 
more rapid in premature infants of low birth weight 
than in larger infants, and the subsequent increase in 
concentration of adult haemoglobin in subsequent weeks 
is slower in the former group and is unrelated to rate of 
weight gain. 

Blood volume determinations showed that the pre- 
mature infant begins life with a relatively high blood 
volume (108 ml. per kg. body weight) which falls steadily 
to about 73 ml. per kg. by the seventh week of life. The 
erythrocyte volume was estimated to average 46 ml. per 
kg. at birth, with a decline to 16 ml. per kg. at the seventh 
week. 

It appears that the major cause of the anaemia of 
prematurity is depression of erythropoietic activity soon 
after birth. The reticulocyte count falls to very low 
levels during the first week and remains so for 5 to 7 
weeks, during which there is a steady loss in body 
erythrocyte and haemoglobin content. There is evidence 
that the survival time of the erythrocytes is somewhat 
reduced, but the role of increased haemolysis in the pro- 
duction of the anaemia is regarded by the authors as 
small. Spontaneous recovery begins at 5 to 7 weeks of 
age and is heralded by a reticulocytosis. More iron is 
present in the body, even of the premature infant, during 
the first 3 to 4 months of life than is utilized for haemo- 
globin synthesis. After this period, however, additional 
iron is required to maintain an optimum rate of haemo- 
globin production. A. Brown 


1674. Normal Renal Function in the First Two Days of : 
Life 

R. A. McCance and E. M. Wippowson. Archives of 
Disease in Childhood [Arch. Dis. Childh.] 29, 488-494, 
Dec., 1954. 4 figs., 29 refs. 


In studying renal function in adults it is usual to give 
sufficient fluid to promote a large diuresis, but this would 
be unphysiological in babies less than 48 hours old, 
undernutrition and dehydration being normal during 
the first 2 days of life. Accordingly the renal function 
of 18 healthy full-term babies was studied under almost 
normal conditions and compared with that of 6 healthy 
young men subjected to a similar degree of starvation 
and hydropenia. The average volume of urine passed 
by the adults per litre of body water per-day was slightly 
greater than that passed by the babies, but its osmolar 
concentration was three times as high in the adults as in 
the babies. In spite of this great difference, the con- 


- tributions made to the total osmolar concentration by _ 
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the various solutes were alike in adults and infants, 
though urea contributed less and potassium more to the 
total in infants. The urea clearance was much lower 
immediately after birth than in the adults, as also was 
the glomerular filtration rate, since the creatinine clear- 
ance bore the expected relationship to the urea clearance. 
Nitrogen excretion by the infants was only one-third 
of the adult figure, calculated on a basis of body weight, 
while the concentration of phosphate in the urine and 
the amount excreted per unit of time were similarly less 
in the babies. The phosphate excretion, however, varied 
greatly in the babies, and these variations could not be 
correlated with the serum level or with the excretion of 
any other urinary constituent. J. G. Jamieson 


1675. The Influence of Events during the Last Few Days 
in utero on Tissue Destruction and Renal Function in the 
First Two Days of Independent Life 

R. A. McCance and E. M. Wippowson. Archives of 
Disease in Childhood {Arch. Dis. Childh.| 29, 495-501, 
Dec., 1954. 1 fig., 25 refs. 


The effects of difficult labour on neonatal renal func- 
tion and on the tissue breakdown which normally occurs 
during the first 2 days of life, before the mother’s milk 
is available, were studied in 10 full-term or post-mature 
baby boys delivered with forceps. The indications for 
forceps and the condition of the babies at birth varied 
considerably. The volume of urine excreted was usually 
small and in some cases very small, but this is a usual 
finding in the first 2 days. The total osmolar concentra- 
tion of the urine was generally comparable with that in 
normal infants, although the blood urea concentration 
was higher; this, however, might have been related to 
age. The proportion of osmolarity contributed by 
potassium was much lower than in normal babies, 
approximating more to that found in normal adults. 
The blood urea concentration after 48 hours (96 mg. 
per 100 ml.) was higher than in normal babies (37-2 mg. 
per 100 ml.) after 48 hours and in many cases was higher 
at birth. The total nitrogen appearing as end-products 
of protein breakdown in the blood and urine was above 
the normal figure in all cases, while urea clearance was 
low. Inorganic phosphate excretion was studied, but 
the results were incomplete in that only one specimen 
of urine could be obtained which had been-formed in 
utero. This had a very high phosphate concentration, 
and in other babies it was possible to show a high initial 
excretion during the first few hours, followed by a fall 
coinciding with resuscitation and a rise as normal 
excretion was established. 

The amount of nitrogen excreted was not far from 
normal, in spite of a reduced glomerular filtration rate 
and urea clearance, because of the rise in the serum 
concentration of nitrogenous end-products. On the other 
hand the excretion of potassium, which is also affected 
by a low glomerular filtration rate, was considerably 
reduced, yet there was no rise in the serum potassium 
level. Presumably the excess potassium is stored, pos- 
sibly in the liver: The atthors feel that until more is 
known about the serum values for phosphate in these 

_abnormal infants (and their glomerular filtration rates), 
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little can be learnt of either the renal element in its 
excretion or the metabolic abnormality behind the great 
increase in phosphate excretion during and immediately 
after birth. J. G. Jamieson 


1676. Control of the Blood Sugar Level in the Neonatal 
Period 

J. W. FARQUHAR. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 29, 519-530, Dec., 1954. 10 figs., 
bibliography. 


The mechanism of neonatal hypoglycaemia has not so 
far been satisfactorily explained. The investigation here 
described was undertaken at the University of Edinburgh 
to test the hypothesis that the hypoglycaemia is due to a 
deficiency in the sugar-fat—nitrogen hormone of the 
adrenal cortex (11-17-oxycorticosteroid), which plays an 
important part in maintaining the blood sugar level, 
accelerating the production of glucose from non-carbo- 
hydrate sources (fat and protein) while at the same time 
retarding its oxidation in the tissues. The function of 
the adrenal glands in the neonatal period is discussed 
at some length. It was accepted that this hormone also 
produces a reduction in the number of circulating 
eosinophil leucocytes. 

In 32 apparently healthy neonatal infants careful serial 
determinations of the blood sugar level and of the 
eosinophil count were made at birth, half-hourly during 
the first 2 hours of life, 2-hourly for the next 4 hours, 
and then daily until the 10th day. It was hoped to show 
a simultaneous and opposite trend in the two sets of 
readings, as an indication that both values observed 
were the result of hypofunction of the adrenal cortex. 
A careful statistical analysis of the results, however, 
failed to establish any such relationship in the individual 
infant. On the other hand it is pointed out that the 
eosinophil count is not necessarily an adequate substitute 
for direct estimation of 11-17-oxycorticosteroids and 
therefore the result of this investigation does not neces- 
sarily disprove the hypothesis. T. A. A. Hunter 


1677. A New Theory Concerning the Mechanism of the 
Initiation of Respiration in the Newborn. A Preliminary 


Report. [In English] 
S. JAYKKA. Acta paediatrica [Acta paediat. (Uppsala)] 
43, 399-410, Sept., 1954. 8 figs., 11 refs. 


The mechanism responsible for the expansion of the — 
lungs of the newborn infant is still a subject of much 
conjecture and the diversity of methods which have been 
proposed for the resuscitation of the asphyxiated new- 
born reflects the many different theories. The commonly 
held belief that expansion of the lungs is due to inflation 
alone is strongly questioned in this paper from Turku, 
Finland, the author putting forward the hypothesis that 
it is the initiation of the pulmonary circulation which 
causes expansion of the pulmonary alveoli by producing 
capillary erection, and that inflation plays a minor and 
secondary role. In support of this contention, physio- 
logical experiments carried out on the lungs of stillborn, 
full-term, and premature foetuses are described. In 
essence they showed that when fluid was pumped into the 
pulmonary artery at the same time as the lungs were 
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subjected to the action of imitated diaphragmatic move- 
ments full and effective pulmonary expansion occurs, in 
contrast to the partial and ineffective expansion obtained 
by applying respiratory movements alone. Detailed 
. photomicrographs of the lungs are produced as sup- 
portive evidence. The role of the foramen ovale and 
the ductus arteriosus in cutting out the pulmonary cir- 
culation during foetal life is also discussed in relation to 
foetal respiratory movements. David Morris 


1678. Prolonged Jaundice in the Newborn Associated 
with Congenital Myxedema. A Syndrome of Practical 
Importance. [In English] 

Y. AKERREN. Acta paediatrica [Acta paediat. (Uppsala)} 
43, 411-425, Sept., 1954. 3 figs., 7 refs. 


The author reports from the Children’s Hospital, 
Gothenburg, Sweden, 3 cases in young infants of the 
co-existence of two comparatively rare conditions, 
namely, prolonged jaundice and congenital myxoedema. 
These cases are discussed together with 4 attended by 
colleagues and 3 already reported in the literature, a 
total of 10 cases. In each there was enough clinical and 
supportive evidence to justify a diagnosis of congenital 
myxoedema and treatment with thyroid extract was given. 
The jaundice was regarded as identical with physiological 
jaundice except for the prolonged duration, which ranged 
from 6 to 20 weeks. The clinical response to thyroid 
medication was accompanied by the disappearance of 
the jaundice. 

A hypothesis of causal relationship is propounded, 
the author suggesting that the jaundice occurs secondary 


to the hypothyroidism as a reflection of disturbed tissue 
metabolism. The probability of cytomegalic inclusion 
disease being a common causative factor is discussed 
[but no mention is made of any attempts to establish 


this diagnosis]. That congenital myxoedema is not 
always accompanied by prolonged physiological jaundice 
is explained by the variability in degree and time of 
appearance of hypothyroidism in the newborn infant, 
which depends on the supply of thyroid secretion from 
the mother, first in the placental circulation and later in 
the breast milk. David Morris 


CLINICAL PAEDIATRICS 


1679. Chronic Generalized Oedema and Hypoprotein- 
aemia of Obscure Origin 

R. S. ILLINGWORTH and E. Fincu. Archives of Disease 
in Childhood {Arch. Dis. Childh.] 29, 507-512, Dec., 1954. 
1 fig., bibliography. 


A review of the literature suggests that some cases at 
least of chronic generalized oedema are associated with 
disease of the liver or pancreas and with a defect in 
protein metabolism. In 2 cases of generalized oedema 
of obscure origin which came under the authors’ care at 
the Children’s Hospital, Sheffield, it was assumed that 
the oedema was due to hypoproteinaemia—particularly 
to a reduction in the serum albumin level—the cause 
of which was not clear. Protein intake was normal 
before the onset of the oedema, and a high-protein diet 
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in hospital proved of no benefit. In neither case was 
there a history of diarrhoea, and when the patients were 
admitted to hospital the stools appeared normal. How- 
ever, in both cases fat-balance tests revealed steatorrhoea. 
Diarrhoea occurred in one case some time after admission 
and later caused severe ariboflavinosis. 

Commonly the cause of steatorrhoea in children is — 
either coeliac disease or cystic fibrosis of the pancreas, 
but in these 2 cases it was believed that the cause lay 
in some other, undetermined, condition. One of the 
patients died and necropsy revealed fatty infiltration of 
the pancreas and atrophic acini, but no cystic fibrosis. 
Certain features in the other case differed from those of 
coeliac disease, notably the absence of diarrhoea and 
the characteristic radiological picture and the lack of 
response to a gluten-free diet. Cystic fibrosis was 
excluded by the finding of a normal quantity of trypsin 
in the duodenal juice and by the absence of lung com- 
plications. 

The cause of the steatorrhoea and the hypoprotein- 
aemia with the resultant oedema therefore remained 

Marianna Clark 


R. S. ILLINGWORTH and E. Fincu. Archives of Disease 
in Childhood (Arch. Dis. Childh.] 29, 513-515, Dec., 1954. 
1 fig., 10 refs. 


After reviewing the literature on temporary generalized 
oedema of obscure origin the authors describe 2 cases 
associated with hypoproteinaemia, the oedema lasting 
5 weeks in one case and 14 months in the other. The 
patients were children, aged 74 months and 3 years 
when admitted to the Children’s Hospital, Sheffield, with 
a history of generalized oedema for 2 weeks and 6 months 
respectively. The only significant finding was hypo- 
proteinaemia with a particularly low serum albumin 
level. Blood pressure was normal, neither child had 
diarrhoea at any stage, and there was no evidence of a 
reduced protein intake or an increased protein loss. 

The authors state that the primary disorder concerns 
the metabolism of plasma proteins, particularly the 
albumin and globulin fractions, and that the aetiological 
factor may be either a reduced rate of production or a 
failure of the mechanism controlling the concentration of 
the proteins in the plasma. They suggest that the con- 
dition may be a mild and reversible form of the chronic 
oedema and hypoproteinaemia seen in 2 other cases 
at the same hospital [see Abstract 1679]. . 

Marianna Clark 


1681. Salmonella Meningitis in Infancy 
E. S. SmrrH. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 88, 732-739, Dec., 1954. 14 refs. 


This article is concerned with 16 cases of Salmonella 
meningitis in infancy, 6 of which have been seen at the 
Children’s Hospital (University of Southern California 
School of Medicine), Los Angeles, since 1943 and the 
remaining 10 reported in the recent English literature, 
and with the effect of the newer chemotherapeutic agents . 
on this condition, all these cases having a 


506 


their introduction. The average age in this series was 
3-2 months, the oldest patient being 13 months and 6 
being under one month old. Positive blood cultures 
were obtained in 10 cases, supporting the view that the 
meningitis is usually the result of septicaemia: Nine of 
the 16 infants recovered completely without complica- 
tions, 6 died, and one was left with severe residual 
defects. Since the mortality in a large series reported 
by Henderson in 1948 was 87-5%, it is suggested that the 
advent of the newer antibiotic agents has favourably 
influenced the course and outcome of this rare form of 
meningitis in infancy. 

It is the custom in the author's hospital to give all 
children with purulent meningitis at least four anti- 
microbial agents—sulphadiazine, penicillin, streptomycin, 
and oxytetracycline—until bacterial diagnosis has been 
made. [Does not this practice savour of polypharmacy ?] 
Thereafter the most suitable drug is employed and it is 
recommended that the patient be given at least one, and 
preferably two, of the wide-spectrum antibiotics for 
several weeks after all signs have disappeared, there being 
a high frequency of relapse in this form of meningitis. 
No one drug was of help in all the author’s 6 cases. 
Intrathecal therapy appears to be of value in recalcitrant 
infections. Jas. M. Smellie 


1682. Management of Behaviour Disorders in Epileptic 
Children 

D. A. Ponp and B. BrioweLL. British Medical Journal 
[Brit. med. J.] 2, 1520-1523, Dec. 25, 1954. 8 refs. 


The behaviour disorders complicating epilepsy in 
children are discussed with reference to a group of 50 
selected patients seen at a special clinic of the Maudesley 
Hospital, London. The authors stress that only a small 
proportion (about 12%) of epileptic children show be- 
haviour problems. 

Five clinical groups are distinguished—namely, those 
with: (1) petit mal only; (2) temporal-lobe damage; 
(3) brain damage and fits, not of the temporal-lobe type; 
(4) generalized epileptic discharges in the electroencephalo- 
gram, with grand mal or petit mal or both; and (5) mental 
defects. Whereas the behaviour disorders seen in 
Groups 3 and 4 are as varied as among non-epileptic 
children, those in Groups 1, 2, and 5 tend to conform to 
definite types. Members of Group 1 are passive and 
shy, often despised and rejected by the parents, and their 
attacks are often precipitated by emotional upsets; 
ordinary child-guidance techniques of psychotherapy 
may benefit them. The child in Group 2 tends to be 
aggressive or obsessional, to belong to a problem family, 
and to be the scapegoat in family conflicts, but his fits 
cannot be immediately induced by emotional upset. 
The behaviour disorder may at first sight overshadow the 
fits, but psychotherapy is useless and even dangerous 
until the fits are controlled by drugs and the general 
atmosphere calmer. Special problems arise in Group 5 
because of the social difficulties which may arise from 
mental backwardness. In all groups the parental 

‘attitude to the child’s illness largely determines the 
abnormality of its behaviour. Epilepsy is often super- 
stitiously regarded as a punishment for parental wrong- 
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doing, and the child used as a focus of hostility between 
the parents, or blamed for family misfortunes. 
Treatment of the child consists in psychotherapy (the 
place of which, however, is limited), anti-convulsant 
therapy, and temporal lobectomy in a few cases. Of the 
authors’ group, 29 were admitted to hospital, often to 
remove the child from its detrimental environment, but 
the rest were treated as out-patients. An intensive effort 
by the psychiatric social worker to sort out parental 
problems is considered most important. The number of 
interviews usually needed in this series was between 5 and 
12, but many more were necessary in the case of mental 
defectives. Nearly half the children went back to 
ordinary schools, this being the goal of treatment, 13 
were defective or attended special schools, and only 5 
were sent to epileptic colonies, chiefly to remove them 
from disturbed homes. E. M. Watkins 


1683. Prognosis in Idiopathic Thrombocytopenic Purpura 
in Childhood 

G. M. Komrower and G. H. Watson. Archives of 
Disease in Childhood {Arch. Dis. Childh.| 29, 502-506, 
Dec., 1954. 2 figs., 11 refs. 


The authors state that few of the many previous 
papers on idiopathic thrombocytopenic purpura have 
differentiated adequately between the condition in 
children and in adults. In this paper from the Royal 
Manchester Children’s Hospital they therefore review 
43 cases of thrombocytopenic purpura in children under 
15 years of age seen in three Manchester hospitals during 
the period 1948-53. Cases following acute infections 
have been included, but not those occurring during the 
course of fulminating infections or other diseases, or 
during the neonatal period, or as a reaction to drugs. 
In all but 3 cases the platelet count was below 100,000 
per c.mm. on more than one occasion. Most of the 
cases fell into one of two groups: (1) 24 patients with 
an acute form of the disease who either died or recovered 
spontaneously within 6 months of the onset, and (2) 12 
patients with chronic disease who were ill for more than 
12 months. The remaining 7 patients, of whom 5 were 
probably acute cases, had undergone splenectomy within 
4 months of the onset of symptoms. 

In the acute group 12 children had mild symptoms and 
12 severe symptoms, 6 of the latter dying. Symptoms 
appeared quite suddenly and were most severe in the 
first month of the disease. Of the 6 children with severe 
symptoms who died, 3 from uncontrollable haemorrhage 
and 3 from intracranial bleeding, all had severe skin 
and mucosal bleeding before the fatal major haemorrhage, 
a finding of considerable prognostic importance. In 
general there was no correlation between the platelet 
count and severity of the symptoms. In the 12 chronic 
cases the onset was usually less sudden and the symp- 
toms varied in severity; there were no deaths in this 
group. 

An infective illness preceding the purpura by 3 weeks 
or less was noted in 12 out of 22 acute cases and in 4 
out of 7 fatal cases, but in no case in the chronic group. 
This history is not very helpful but may allow of the 
generalization that if there is a history of an acute 
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infection within 3 weeks of the onset of purpura, the 
disease is likely to run a relatively short course. The 
finding of an enlarged spleen was equally uncommon in 
both acute and chronic cases. The risk of splenectomy 
in acute cases is great in the first month, and such 
patients should be treated ‘with ACTH or cortisone. 
Splenectomy in the period between the 2nd and 6th 
months is indicated only in the few cases showing 
worsening of symptoms. After 6 months the decision 
to operate should depend on the degree of disability 
produced by the disease. In the authors’ opinion 
operation should not be undertaken merely for fear of 
a sudden disastrous haemorrhage, since the risk of such 
an incident is remote and probably no greater than the 
risks attending splenectomy. In arriving at these con- 
clusions the authors took into consideration 235 of the 
cases adequately reported in the literature, making with 
their own 43 a total of 278 cases. Marianna Clark 


1684. Acute Endocarditis in Infancy and Early Child- 
hood 

D. MacauLAy. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 88, 715-731, Dec., 1954. 
2 figs., bibliography. 


This paper opens with the detailed case report of an 
infant who died on the 35th day of life and in whom 
post-mortem examination revealed soft, pink, pearly 
vegetations on the tricuspid and aortic valves. The 
illness had begun when the infant was only a week old 
and had failed to respond to treatment with sulphona- 
mides, penicillin, chloramphenicol, and chlortetracycline 
(aureomycin). 

A search of the records of 1,501 necropsies on babies 
under 2 years of age carried out at the Duchess of York 
Hospital for Babies, Manchester, during the period 
1921-52 revealed 13 cases in which evidence of the 
existence of acute endocarditis seemed satisfactory, and 
these cases are briefly summarized. A review of the 
literature brought to light a total of 106 cases of acute 
endocarditis in infancy in which the diagnosis had been 
verified post mortem; these cases (including the 14 here 
reported) are tabulated in chronological order, with the 
relevant details. (Cases of chronic endocarditis and so- 
called foetal endocarditis were ‘not included.) In dis- 
cussing these data the author points out that the incidence 
of lesions of the mitral valve was high, and of tricuspid 
involvement fairly high, but that the numbers of aortic, 
pulmonary, and mural infections were much smaller. 
The relative infrequency of lesions on congenital defects 
was also apparent. Cardiac murmurs were only in- 
frequently present and diagnosis of this condition during 
life is often impossible because of the absence of charac- 
teristic signs. - 

It is concluded that acute endocarditis in infancy is 
rare, but not so rare as some authors have claimed. 

Jas. M. Smellie 


1685. Cor Pulmonale in Infancy Simulating Congenital 
Heart Disease 

I. MAxweLLt and R. Witson. Pediatrics [Pediatrics] 14, 
587-601, Dec., 1954. 16 figs., 29 refs. 


1686. Méetaphyseal Dysplasia, Epiphyseal Dysplasia, 
Diaphyseal Dysplasia, and Related Conditions. I. 
Familial Metaphyseal Dysplasia and Craniometaphyseal 
Dysplasia; Their Relation to Leontiasis Ossea and 
Osteopetrosis; Disorders of ‘‘ Bone Remodeling ’’. 
It. Multiple Epiphyseal Dysplasia; Its Relation to Other 
Disorders of Epiphyseal Development. III. Progressive 
Diaphyseal Dysplasia 


W. P. U. JAcKSON, F. ALBRIGHT, G. Drewry, J. HANELIN, 
and M. I. Rusin. Archives of Internal Medicine [Arch. 
intern. Med.| 94, 871-885, 886901, and 902-910, Dec., 
1954. 54 figs., 44 refs. 


The authors describe cases of rare types of bony 
dysplasia seen at the Massachusetts General Hospital 
(Harvard Medical School), Boston, and the Children’s 
Hospital, Buffalo, and discuss the relationship between 
these conditions. 

Of the first group of 6 cases of failure of metaphysial 
remodelling or “‘tubulation’’, 3 were examples of 
familial metaphysial dysplasia, occurring in a mother, 
and in her daughter and son. The daughter was most 
severely affected, showing widespread porosis with 
symmetrical expansion of the metaphyses of the long 
bones, together with an excessively thin cortex in these 
regions. The mother and father in this family were 
first cousins. Two were sporadic examples of cranio- 
metaphysial dysplasia in which, in addition to the changes 
of metaphysial dysplasia, there was great thickening and 
increase in density of the bones of the vault and base of 
the skull, resembling leontiasis ossea. The sixth case in 
this group was a sporadic case of osteopetrosis, with 
metaphysial thickening, loss of differentiation between 
cortex and medulfa, much reduced marrow cavity, and 
longitudinal striation on radiography with penetrating 
x rays. 

The second group of 6 cases were examples of multiple 
epiphysial dysplasia, 2 being sporadic and 4 familial, in 
a mother, her daughter, and her two sons. In these 
patients there was irregularity of form and structure in 
the epiphyses of many of the bones. The affection was 
bilateral and nearly symmetrical. Consolidation oc- 
curred and epiphysial union was little delayed, so that 
in the adults there was little disability apart from short- 
ness of the limbs and trunk and, in some cases, genu 
valgum. Two of these patients were unusual in showing 
severe localized vertebral changes. 

Finally, 2 sporadic cases of progressive diaphysial dys- 
plasia are described in a boy and a girl. The ab- 
normality consisted in the laying down of excessive new . 
endosteal and periosteal bone together with the irregular 
conversion of this cortical bone into cancellous bone in 
all the long bones. 

All these five conditions are in whole or in part 
genetically determined. On the basis of the few known 
pedigrees the authors consider that osteopetrosis may be 
due to either dominant or autosomal recessive genes; 
that craniometaphysial dysplasia is due to an autosomal 
recessive gene; that multiple epiphysial dysplasia is due 
to a dominant gene; and that the genetics of multiple 
epiphysial dysplasia and progressive diaphysial dysplasia 
are as yet uncertain. C. O. Carter 
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1687. Form of Diabetes Insipidus Characterized by Sex- 
linked Inheritance and Unresponsiveness to the Anti- 
diuretic Hormone. New Genotypic Entity. [In English] 
H. ForssMAN. Acta endocrinologica [Acta endocr. 
(Kbh.)] 16, 355-364, Aug., 1954. 7 figs., 10 refs. 


The most commonly recognized form of hereditary 
diabetes insipidus is that transmitted through an auto- 
somal gene as a simple dominant.’ In this paper from 
the University of Géteborg, however, the author presents 
further particulars of a family previously reported by 
him (Acta med. scand., 1945, Suppl. 159) in which not 
only is diabetes insipidus transmitted through a sex- 
linked gene, but affected members are unresponsive to 
posterior pituitary antidiuretic hormone. The pedigree 
shows that 9 male members of the family in four genera- 
tions have been affected; females are not affected, nor is 


the condition found in male offspring of affected men. 


In 6 cases the diagnosis was confirmed by clinical 
. examination, and 4 of these were tested by subcutaneous 
injection of 10 units each of vasopressin and oxytocin 
under controlled conditions. They were found to be 
entirely unresponsive in respect of changes in the volume, 
specific gravity, and chloride content of the urine. An 
injection of the hormone from the same batch when 
tested on a patient from another family, with sex-linked 
diabetes insipidus, evoked a full response. 

The features in this family are thus: (1) diabetes 
insipidus transmitted by a sex-linked recessive gene; 
(2) lack of response to antidiuretic hormone; (3) less 
ability to tolerate withdrawal of fluid than other patients 
with diabetes insipidus; and (4) absence of spontaneous 
antidiuretic action. The case history of the latest 
affected member of this family, a boy born in 1944, is 
given in detail. The author points out that the only 
other case of a similar syndrome reported in the literature 
was that of Williams and Henry (Ann. intern. Med., 
1947, 27, 84; Abstracts of World Medicine, 1948, 3, 304). 
He concludes by suggesting that the seat of the disorder 
is the renal tubule rather than the neurohypophysis, 
that is, that there is a genetically-determined malforma- 
tion of the tubule, perhaps analogous to that recently 
postulated for the Fanconi syndrome (amino-aciduria). 

R. H. Cawley 


1688. Pattern of Hereditary Susceptibility in Rheumatic 
Fever 

M. G. WILSON and M. Scuwerrzer. Circulation [Cir- 
culation (N. Y.)] 10, 699-704, Nov., 1954. 16 refs. 


In a survey carried out at New York Hospital—Cornell 
Medical Center, the genetical susceptibility to rheumatic 
fever was studied in 291 families, containing 646 children, 
which were under observation for an average period of 
10 years. Definite evidence of rheumatic heart disease 
was required for confirmation of the diagnosis of rheu- 
matic fever in any one individual. The families were 
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selected on the ground that one parent had rheumatic 
heart disease or was the brother or sister of a patient 
with known rheumatic heart disease. The distribution 
of rheumatic fever among the children of these parents 
was shown to be consistent with the hypothesis that the 
condition is determined by a recessive gene. 

{It is doubtful, however, whether the authors have 
completely excluded other possible interpretations. ] 

Harry Harris 


1689. Genetic Causal Factors in Cancer of the Stomach 
A. VipeBa&kK and J. MosspecuH. Danish Medical Bulletin 
[Dan. med. Bull.] 1, 189-193, Dec., 1954. 2 figs., 20 refs. 


Working at the Institute of Genetics, University of 
Copenhagen, the authors have investigated the incidence 
of gastric carcinoma among 3,294 relatives of 302 patients 
(index cases) with proved cancer of the stomach, and 
among 4,782 relatives of 390 control subjects with no 
evidence of the disease. The age and sex distribution 
were closely similar in the two series of relatives, who 
consisted chiefly of children, siblings, and parents of the 
probands, plus a few siblings of parents. 

The proportion of patients having one, two, and three 
or more relatives with cancer of the stomach was 25, 6, 
and 4% respectively, compared with 11, 2, and 0% for 
controls. The incidence was between two and five times 
higher in-each class of relatives of the patients than in the 


corresponding relatives of the controls. There was no 


consistent difference between the two groups of relatives 
in respect of incidence of extra-gastric cancer. The 
** cancer risk ’’ for fathers, brothers, mothers, and sisters 
of the patients was estimated to be 34, 35, 23, and 22% 
respectively, compared with 6°% for each of these relation- 
ships in the control series. The average age of patients 
with cancer of the body or fundus of the stomach was 
58-2 years for males and 59-0 years for females, compared 
with 60-7 and 64-8 years respectively for those with 
carcinoma in the pyloric antrum or canal. 

The authors discuss the possible mode of action of a 
genetically determined predisposition to carcinoma of the 
stomach, and suggest that atrophic gastritis and achylia 
gastrica may be implicated in the causal sequence in 
view of the increased risk of cancer in relatives of patients 
having pernicious anaemia demonstrated by Mosbech 
(Heredity in Pernicious Anaemia, Copenhagen, 1953); or 
alternatively that there is a tendency for proliferation of 
the gastric mucosa, which may become malignant owing 
to the action of exogenous factors. R. H. Cawley 


1690. The Facio-scapulo-humeral Type of Primary 
Myopathy. All Females in Three Generations 

J. M. NIELSEN \and E. A. ANDERSON. Bulletin of the 
Los Angeles Neurological Society {Bull. Los Angeles 
neurol. Soc.) 19, 224-227, Dec., 1954. 1 fig., 5 refs. 
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1691. Combined Prophylaxis Early in Life. (A Search 
for Optimal Procedure) 


G. BousrreLp and L. B. Hott. Medical Officer [Med. . 


Offr) 92, 289-293, Dec. 3, 1954. 1 fig., 10 refs. 


The authors describe their attempts to produce a 
combined prophylactic against diphtheria and whooping- 
cough which, given during the first 6 months of life, 
would be adequately potent without producing excessive 
local or general reaction on injection. To minimize the 
risk of post-inoculation paralysis, purified fluid toxoid 
(F.T.), without aluminium phosphate carrier, was chosen. 
Given alone in 3 subcutaneous doses of 30 Lf units at 
monthly intervals to 163 children over 2 years old it 
produced a ScHick conversion rate (S.C.R.) of 99-4%. 
Local reactions were negligible. When the same dosage 
was given combined with Haemophilus pertussis vaccine 
(10,000 million) to 1,398 infants, the S.C.R. was 99-64%. 
To determine the effect of the addition of H. pertussis 
vaccine on the antigenicity of F.T., 223 children under 2 
years of age were given a single dose of 30 Lf units of 
the latter, while 213 similar children were given a single 
dose of 30 Lf units of F.T. with 10,000 million H. pertussis. 
After one month the S.C.R. in the former group was 
62:8% and in the latter 84-5%. This enhancing effect 


was also shown by a greater rise in antibody titre in 


guinea-pigs inoculated with the combined vaccine than 
in animals given F.T. alone. 

The combined prophylactic was then tested on 522 
babies, aged 2 to 5 months, who were given 3 monthly 
injections and Schick-tested at 15 months of age, this 
age being chosen as it has been shown that up to this age 
a negative Schick reaction may still be due to residual 
maternally-bestowed immunity. Before inoculation, 
219 were Schick-negative; at 15 months 521 (99-8%) were 
Schick-negative. During the period between the last 


injection and the Schick test there were 12 known house . 


contacts with whooping-cough among the 522 babies, 
resulting in 2 severe, one moderate, and one mild attack 
of the disease, the remaining 8 contacts escaping infec- 
tion; there were no cases of the disease in the remaining 
510 babies. 

The recommended procedure is to vaccinate against 
smallpox at 2 months, then at 3 months to start immuniza- 
tion with the combined diphtheria-whooping-cough 
prophylactic. Vaccination with tetanus toxoid is not 
recommended. At school entry, a boosting dose of 0-1 
ml. P.T.A.P. should be given, the use of this small dose 
minimizing the possibility of allergic reactions. 

A long-term study of the efficacy of H. pertussis vaccine 
when given together with diphtheria prophylaxis is also 
reported. A control group of 242 children were given 
two doses of P.T.A.P. or A.P.T. (25 Lf units) alone, 
and 586 were given the same two doses combined with 
H. pertussis vaccine (10,000 million), followed after a 
further month by a third dose of the vaccine. All 
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injections were given before the age of 18 months, and 
the incidence of whooping-cough was determined at 
school-entry age, 3-5 to 4 years later. Of the children 
given the combined vaccine, 100 (17-:1%) developed 
whooping-cough, 27% of these having a-severe or moder- 
ately severe attack. In the control group 123 children 
(50-8%) developed whooping-cough, 68-3% of these 
having a severe or moderately severe attack. In the 
former group there were 105 known house contacts with 
whooping-cough, resulting in severe or moderately 
severe attacks in 9-5%, while of 57 house contacts in the 
control group, 71:9% resulted in severe or moderately 
severe attacks. M. Lubran 


1692. The Epidemiology of Deafness Due to Maternal 
Rubella. [In English] 

H. O. LANCASTER. Acta genetica et statistica medica 
[Acta genet. (Basel)] 5, 12-24, 1954 (received Dec., 1954). 
20 refs. 


The author has assembled data obtained from census 
reports.on the incidence of deaf-mutism in Australia, 
New Zealand, England and Wales, Canada, the U.S.A.., 


‘and Iceland, together with further data obtained from 


institutions for the deaf in Australia, New Zealand, 
Iceland, England and Wales, Scotland, Italy, Sweden, and 
the U.S.A. Tables of the month and year of birth of 
infants later diagnosed as deaf-mutes were compiled and 
compared with the reported incidence of epidemic 
episodes of maternal rubella. The two sets of data 
taken together support the view that there Have been 
significant epidemics of deafness in Australia, New Zea- 
land, and Iceland, and that the higher incidence of births 
of deaf infants in these countries in epidemic years was 
related to the epidemic months. In none of the other 
countries studied was this epidemicity noted, but a 
periodic increased incidence of sporadic cases, as shown 
by institutional data, has recently been noted in England 
and Wales, the U.S.A., and Sweden. 

The author interprets the epidemiological patterns thus 
disclosed as evidence that either (1) isolation of a com- 
munity, resulting in a decline in the incidence of rubella 
(as in Australia) or (2) improvement in the standards of 
hygiene while rubella remains endemic (as in England and 
Wales, Sweden, and the U.S.A.) may lead to rubella 
attacking individuals of all ages, including pregnant 
women, rather than being almost exclusively a disease of 
childhood. He therefore concludes that rubella is 
becoming an important aetiological factor in the incidence 
of deafness in these countries, the effect of which could, 
as he points out, be determined more precisely if 
more information were made available about the aetiology 
of the deafness in entrants to special institutions for the 
deaf. R. H. Cawley 


See also Infectious Diseases, Abstract 1471. 
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Industrial Medicine 


1693. Cavitation in the Massive Fibrosis of Coal-workers’ 
Pneumoconiosis 

G. S. Kivpatrick, A. G. HEpPPLESTON, and C. M. 
FLETCHER. Thorax [Thorax] 9, 260-272, Dec., 1954. 
16 figs., bibliography. 


The aetiology, pathology, and treatment of progressive 
massive fibrosis (P.M.F.) with cavitation are discussed 
with reference to 104 cases found among 389 cases 
of P.M.F. seen at the Pneumofoniosis Research Unit 
of the Medical Research Council, Llandough Hospital, 
Cardiff, between 1946 and 1952. The relative incidence 
of 27% was due to selective factors; the ‘ natural” 
incidence observed in coalworkers in the associated 
Rhondda Fach Inquiry was only 2-4%. Of the 104 
patients, 26 had tubercle bacilli in the sputum during 
life; the remaining 78 were sputum-negative, although 
in one case bacilli were cultured from the lungs at 
necropsy. In 2 cases in the latter group the sputum 
contained atypical acid-fast bacilli which failed to 
produce tuberculosis in guinea-pigs. 

From the radiological and pathological appearances 
in this series, which are described and illustrated, 
the authors conclude that the cavitation was due to 
tuberculosis and ischaemic necrosis, separately or in 
combination. Fever, loss of weight, toxaemia, and a 
high erythrocyte sedimentation rate proved unreliable 
in the differentiation of the tuberculous from the non- 
tuberculous cases, though there was a very marked 
difference in the prognosis in the two groups. Few of 
the sputum-positive patients survived more than 2 years 
after tubercle bacilli were discovered, whereas the expecta- 
tion of life in the sputum-negative group differed little 
from that in coalworkers with progressive massive 
fibrosis uncomplicated by cavitation who, in spite of 
having copious black sputum (even with blood) and 
dyspnoea, may live for many years. 

Treatment is at present unsatisfactory, though anti- 
tuberculous drugs may benefit patients with a positive 
sputum. The sputum-negative patients mainly require 
reassurance and symptomatic treatment. ‘ 

[This paper is well illustrated and annotated, and 
the discussion reveals evidence of much care and experi- 
ence.] R. J. Matthews 


1694. Inhalation Toxicity of Hydrazine Vapor 

C. C. Comstock, L. H. Lawson, E. A. GREENE, and 
F. W. Opserst. Archives of Industrial Hygiene and 
Occupational Medicine {Arch. industr. Hyg.] 10, 476-490, 
Dec., 1954. 2°figs., 20 refs. 


This is a description of experiments carried out on 
animals at the Chemical Corps Medical Laboratories of 
the U.S. Army to determine the effects of acute, subacute, 
and chronic exposure of dogs, rats, mice, and guinea-pigs 
to graded concentrations of hydrazine vapour. Diffi- 
culty was experienced in assessing the actual concentra- 


tions in the chamber, for it was found that a great part, 
even up to 99%, of the hydrazine was adsorbed on to 
the chamber walls and the body surface of the animals, 
The vapour was also highly reactive with certain metals, 
and to prevent this all metal surfaces were painted with 
an acid- and alkali-resistant paint. 

Two dogs exposed to a concentration of 6 mg. of 
hydrazine vapour per c. metre of air (5 p.p.m.) for 6 hours 
a day and 5 days a week for 6 months developed lassitude, 
anorexia, loss of weight, muscle tremors, vomiting, 
fatigue, and irregular respiration. However, neither 
died, and no pathological changes were found at necropsy 
other than some emphysema and neighbouring atelec- 
tasis. Rats similarly exposed became sluggish, and 2 
out of 10 died; necropsy on one of these showed some 
emphysema and atelectasis but nothing else abnormal. 
The surviving rats were killed 6 months later and were 
found to have recovered completely. Dogs exposed to 
a concentration of 18 mg. of hydrazine vapour per c. 
metre of air (14 p.p.m.) suffered from anorexia, fatigue, 
and vomiting, and death from debility followed. One : 
dog died after convulsions and was found to have 
congestion of the lungs and acute nephritis. Of 30 rats 
similarly exposed, 23 died during the experiment, but 
there were no special pathological findings at necropsy. 
Exposure to higher concentrations was progressively 
more lethal. 

There was little evidence of any haemolytic effect when 
hydrazine was inhaled, in contrast to the haemolysis 
which occurs when it is given into a vein. The main 
inhalational effects in animals appear to be injury to 
the lungs, inflammation of the liver, focal interstitial 
nephritis, anorexia, loss of body weight, tremors, weak- 
ness, and, after prolonged exposure, convulsions and 
death. 

It is suggested that the maximum allowable concentra- 
tion of hydrazine vapour in the working atmosphere 
should be less than 6 mg. per c. metre (5 p.p.m.). A 
method for the quantitative determination of hydrazine 
vapour in air is described in detail. 

\M. A. Dobbin Crawford 


_1695. Disorders Caused by Phthalic Acid and its Com- 
pounds. (Erkrankungen durch Phthalsdure und ihre 
Verbindungen) 

E. W. Baaper. Archiv fiir Gewerbepathologie und 
Gewerbehygiene [Arch. Gewerbepath. Gewerbehyg.| 13, 


419-453, 1955. 13 refs. 


1696. Health Hazards in the Production of Phthalic 
Acid Anhydride. (Gesundheitliche Gefahren bei der 
Herstellung von Phthalsdureanhydrid) 

H. MeENscHIcK. Archiv fiir Gewerbepathologie und 
Gewerbehygiene [Arch. Gewerbepath. Gewerbehyg.] 13, 
454-475, 1955. 1 fig., 14 refs. . 
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Anaesthesia 


1697. Experimental Studies in Cardiac Massage with 
Special Reference to Aortic Occlusion 

K. B. VETTEN, V. H. Witson, G. R. CRAWSHAW, and 
J.C. NicHOLson. British Journal of Anaesthesia (Brit. J. 
Anaesth.| 27, 2-13, Jan., 1955. 2 figs., 17 refs. 


At the University of the Witwatersrand, South Africa, 
the effect of cardiac massage under various conditions was 
observed in over 60 dogs subjected to a variety of intra- 
thoracic operations, with and without induced hypo- 
thermia. In most of the animals cardiac standstill or 
ventricular fibrillation occurred incidentally, but in some 
it was induced. Blood-pressure readings from a systemic 
artery, the left auricle, and a pulmonary vein were ob- 
tained in all cases; some of these records are reproduced. 

The best response to cardiac massage resulted from 
direct compression of the whole heart by the encircling 
hand, through the transthoracic approach, at a rate of 
50 to 60 times per minute. Higher rates gave less satis- 
factory results—and in any case are more difficult to 
maintain. Compression of the aorta just distal to the 


left subclavian artery during cardiac massage resulted in a 
marked increase in the carotid arterial blood pressure. 
When the tone of the peripheral circulation had been 
lowered by administration of hexamethonium, the 
restorative effect of cardiac massage was greatly impaired, 
and a similar impairment was seen in animals subjected 


to induced hypothermia. In abdominal operations, 
when the thorax has not been opened, cardiac massage 
may be begun immediately transdiaphragmatically, and in 
these circumstances aortic occlusion can be obtained by 
pressure on the upper end of the abdominal aorta, in- 
cluding the coeliac axis. Ronald Woolmer 


1698. Magnesium Sleep. (An Attempt to Induce 
Artificial Hibernation with a Combination of Magnesium 
and Insulin). (Lesommeil magnésien. (Essai de réalisa- 
tion de l’hibernation artificielle par l'association magnés- 
ium-insuline)) 

L. Binet and P. Binet. Bulletin de I’ Académie nationale 
de médecine [Bull. Acad. nat. Méd. (Paris)] 138, 395-403, 
Oct. 5, 1954. 7 figs., 12 refs. 


_ It has been shown that the plasma magnesium level is 
increased in the hibernating hedgehog, and injection of 
magnesium into the normal animal induces sleep and hy- 
pothermia. The present authors, at the Paris Faculty of 
Medicine, have investigated the possibility of inducing 
artificial hibernation in the rabbit by giving an infusion 
of a solution of magnesium chloride (11 g. per litre) into 
an ear vein, starting at a rate of 0-5 to 0-6 ml. per minute 
and slowing down after giving 50 to 75 ml. Relaxation 
and sleep rapidly ensued, with respiratory slowing 
(sometimes necessitating artificial respiration) and 
abolition of the corneal reflex. This last returned 15 
minutes after the infusion was stopped when the environ- 
mental temperature was 15° C., but not for 2 hours when 


it was 5°C. The optimum plasma magnesium concen- 
tration for anaesthesia was 130 mg. per litre, while at 
levels above 220 mg. per litre there was a risk of death 
from respiratory failure. The magnesium was rapidly 
excreted and did not penetrate into the erythrocytes. 
Experiments were carried out at various temperatures, 
and hypothermia was readily induced if the ambient 
temperature was low, the body temperature falling before 
the corneal reflex was lost. With increasing hypo- 
thermia the blood sugar level rose and glycosuria 
occurred, this being due to the fall in body temperature 
rather than a direct effect of the magnesium. In naturally 
hibernating animals on the other hand hypothermia is 
accompanied by hypoglycaemia. This suggested the 
addition of insulin to the infusion, and this mixture, with 
cooling, produced satisfactory anaesthesia in rabbits. In 
further experiments magnesium thiosulphate was sub- 
stituted for some of the magnesium chloride to give the 
same total concentration of magnesium ions as before, 
thiosulphate ions being reputed to have “ anti-shock ” 
properties. The addition of chlorpromazine to the in- 
fusion (100 mg. per 500 ml.) delayed the return of the 
corneal reflex for 100 to 130 minutes at 15° C., while 
its administration intravenously immediately after the 
infusion (7:5 mg. per kg. body weight) delayed the return 
of the cornea! reflex for 60 to 75 minutes. . B. L. Finer 


1699. - Levorphan in Anaesthesia 
A. K. Brown. British Medical Journal (Brit. i J.) 2, 
967-969, Oct. 23, 1954. 2 refs. 


The results are reported of an investigation into the 
merits of levorphan (“ dromoran’’) as a premedicating 
agent before general anaesthesia, in comparison with 
those of “‘ omnopon’’. Each of 100 patients was given 
2 mg. of levorphan preoperatively, 20 of them receiving 
1/100 grain (0-65 mg.) of atropine, and 50 receiving 1/150 
grain (0-43 mg.) of scopolamine in addition. Another 50 
patients received 1/3 grain (22 mg.) of omnopon together 
with scopolamine in the above dosage. All the drugs 
were given by subcutaneous injection, the interval before 
induction varying from 4 to 5 hours. Apprehension, 
drowsiness, amnesia, alteration in pulse rate, respiratory 
depression, and nausea were looked for and their presence 
or absence recorded in every case, the incidence of each 
in the various groups being presented in tabular form. 
It is concluded that levorphan has a definite sedative 
action, and that the effects of 2 mg. of this drug do not 
differ significantly from those of 1/3 grain of omnopon, 
except that they last longer. 

In another investigation levorphan was given as a 
continuous intravenous drip to supplement the effects of 
nitrous oxide and oxygen. It was unsatisfactory for this 
purpose on account of the frequency with which it caused 
respiratory depression and the high incidence of postopera- 
tive respiratory complications. Ronald Woolmer 
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Radiology 


1700. The Inhibition of Acute X-ray Damage by Cortisone 
L. E. HouGurton, J. B. WALTER, and D. E. A. Jones. 
British Medical Journal (Brit. med. J.) 2, 1313-1315, 
Dec. 4, 1954. 1 fig., 18 refs. 


When a circular area of skin of the guinea-pig is 
irradiated with 6,000 r inflammatory changes occur, 
followed within 60 days by deep ulceration. In this 


paper the authors. present evidence to show that if. 


cortisone acetate is administered parenterally before and 
after such irradiation there is no serious damage to the 
skin within a similar period of time. A group of 38 
guinea-pigs received a dose of 6,000 r to a circular area of 
skin, 19 of the animals being given cortisone parenterally 
and 19 serving as controls. The field was 2-6 cm. in 
diameter, and the x-ray beam was generated at 50 kV. 
The animals received 3,000 r, followed in 48 hours by a 
further 3,000 r. A dose of 10 mg. of cortisone acetate 
was injected into the anterior abdominal wall 24 hours 
before the first exposure and repeated each morning 
throughout the period of observation. In the cortisone- 


treated animals early erythema was reduced and epilation , 


was delayed; there was no shrinkage of the irradiated 
areas, although this was marked in the control animals. 
Deep ulcers developed in all the control animals; in 
contrast only 2 of the cortisone-treated group developed 
deep ulcers and these were small and healed rapidly. 

‘ D. Waldron Smithers 


RADIOTHERAPY 


1701. Cancer of the Thyroid and Radiotherapy 
B. W. Winpeyver. British Journal of Radiology (Brit. 
Radiol.] 27, 537-552, Oct., 1954. 14 figs., 8 refs. 


The author reviews a series of 157 cases of cancer of 
the thyroid gland treated by radiotherapy at the Mid- 
diesex and Mount Vernon Hospitals, London, between 
1936 and 1953; cases treated by surgery alone were not 
included. In Great Britain cancer of the thyroid is a 
rare condition, accounting for only between 0-5 and 1% 
of all cases of cancer. The disease is three_times as 
common in women as in men; in the present series there 
were 112 women and 45 men (a ratio of 2-5 : 1) and their 
ages ranged from 16 to 88 years. Papillary adeno- 
carcinoma was seen most frequently in the youngest age 
group, alveolar carcinoma in the middle age group, and 
undifferentiated carcinoma in the oldest. Histological 
verification was obtained in 118 cases; the remaining 39 
cases could not be confirmed histologically, but the sub- 
sequent fate of the patient or evolution of the condition 
left no doubt as to the diagnosis. 

There were 32 cases of papillary adenocarcinoma. This 
type frequently occurs in patients below the age of 30, 
shows a slow evolution with a tendency to remain 
localized in the neck for many years, and has the best 
prognosis. Alveolar adenocarcinoma was seen in 26 
cases. In this type the histology varies from a more or 


less benign picture—although there may be invasion of 
veins—to a more poorly differentiated form of tumour, 
often with glandular or distant skeletal metastases which 
show a marked tendency to reproduce the histological 
structure and function of the normal thyroid gland; they 
are osteolytic in nature, intensely vascular, and frequently 
give rise to severe pain. The rate of growth of this type 
of tumour varies greatly. There were 57 cases of un- 
differentiated carcinoma. This is the most malignant of 
the thyroid carcinomata, growing rapidly and often 
metastasizing widely and early. The prognosis is poor, 
death sometimes occurring within a few weeks. 

The differential diagnosis between carcinoma of the 
thyroid, Hashimoto’s disease, .Reidel’s thyroiditis, the 
reticuloses, and metastatic carcinoma is discussed. Until 
1948 these patients were in the main treated by conven- 
tional x-ray therapy. Since that date there has been a 
tendency to use a harder beam, to increase the dose, and 
to prolong the period of treatment. Except in the ana- 
plastic type of tumour, when large fields were employed, 
the author’s policy has been to keep the treatment local- 
ized and at high dosage. More recently the possibilities 
of treatment with radioactive iodine have been explored 
in suitable cases. Analysis of the results of treatment 
showed that the 5-year survival rate was 37% for the 
whole series, this figure being increased to 46-4% if the 
histologically unclassified cases were excluded. Surgery - 
is regarded as the treatment of choice for papillary 
adenocarcinoma, postoperative radiotherapy being given 
only if there is clinical evidence of incomplete excision. 
Well-differentiated alveolar adenocarcinoma can be held 
in abeyance for many years by external irradiation alone. 
In some of these cases radioactive iodine is of value 
after destruction of normal thyroid function; a number 
of illustrative case histories are given. External irradia- 
tion is the treatment of choice for undifferentiated 
carcinoma; it usually produces a rapid response, and 
about 27% of the author’s patients have survived for 5 
years. R. D. S. Rhys-Lewis 


1702. The Chemosurgical Method for the Micro- 
scopically Controlled Excision of Radioresistant Facial 
Cancer 


F. E: Mons. American Journal of ‘Roentgenology, 
Radium Therapy and Nuclear Medicine {[Amer. J. Roent- 
genol.] 73, 61-69, Jan., 1955. 10 figs., 11 refs. 


A chemosurgical technique evolved at the University of 
Wisconsin Medical School, Madison, for the excision of 
radioresistant facial cancer is described. The procedure 
is carried out in three steps: (1) chemical fixation of the 
tissues in situ; (2) excision of a layer of fixed tissue; and 
(3) systematic microscopical examination of frozen 
sections as a guide to further excision, extensions of 
neoplasm missed because of their small size or because 
they were obscured by scar tissue thus being detected. 
The method is particularly useful for recurrent neoplasms. 
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RADIOLOGY 


Zinc chloride in a paste vehicle was chosen as the fixative 
following animal experiment; it is completely non-toxic. 
The main mass is first excised under local analgesia or 
after a heavy application of the fixative. A sufficiently 
thick layer of the fixative is then applied to penetrate 
2 or 3 mm. and several hours later the fixed tissue is 
excised without pain or bleeding, divided into pieces of 
convenient size, and frozen sections cut through the under 
surface of each piece. The location of each microscopi- 
cally detected extension is marked on a map of the 
excised tissue, drawn before it was divided up, and the 
process repeated until a cancer-free plane is reached. 
After a week the final layer of fixed tissue separates, 
leaving an area which heals with the formation of a 
soft smooth scar. 

Cancer of the nose sends out extensions deeply along 
embryonic fusion planes, which are of a consistency 
similar to that of the fibrocartilage of the nose; the 
chemosurgical method makes it possible to follow out 
each extension and to preserve uninvolved tissue. In the 
ear the neoplastic cells may spread along the cartilage 
for some distance before eroding it; this technique allows 
so much of the ear to be preserved that a repair is either 
avoided or made simple. Similarly tumours of the inner 
canthus extending along the bony medial orbital wall can 
be traced. 

The method is particularly suitable for carcinomata 
which have recurred after radiotherapy, and which 
often have extensions of highly malignant cells in scar 
tissue that follow no regular pattern. Again many 
cancers, as a result of variations in mechanical and 
nutritive conditions, exhibit no specific affinity for any 
particular tissue or mode of spread. In such cases the 
chemosurgical method provides complete microscopical 
control of the excision, which may be conservative or 
extensive as the case requires. Previous radiotherapy 
does not affect the result. It is emphasized that this is a 
special method requiring special training in operative and 
pathological technique. No general anaesthetic is 
necessary so the operative mortality is very low (0-26%). 
The 5-year cure rate in 1,554 patients with skin cancer was 
94-0%, compared with 82-6% reported by Magnusson 
from Radiumhemmet. I. G. Williams 


1703. Radiotherapy en couche or Tomotherapy and 
Other New Types of Moving-field Therapy. (Radio- 
thérapie en couche ou tomothérapie et autres modalités 
nouvelles de cinéthérapie) 

G. G. Patmrert. Journal de radiologie, d’électrologie et 
Archives d’électricité médicale {[J. Radiol. Electrol.| 35, 
705-713, 1954. 16 figs., 1 ref. 


The author gives technical details of a new method of 
motion therapy called ‘“‘ tomotherapy ”, which has been 
in use at the Radium Institute of Bologna for some 6 
months. This method makes use of a special treatment 
couch which is movable in all directions, the movements 
of the couch being combined mechanically with those of 
an independently moving x-ray tube. The therapist is 
able, by using the appropriate combination, to achieve 
a homogeneously high tumour dose throughout the 
selected tumour volume. 
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It is claimed that with tomotherapy, unlike rotation, 
pendulum, or convergent-beam therapy, selection of the 
size and shape. of the volume irradiated is quite un- 
hampered by technical limitations, and is determined 
solely by the probable extent of the growth. Prelimin- 
ary clinical and radiobiological observations on patients 
treated in this way are stated to be “ unusually interest- 
ing’, and have been published separately in a small | 
monograph (Palmieri, Stratiterapia, Modena, 1954). 

Jan G. de Winter 


RADIODIAGNOSIS 


1704. Occasional Bronchography 
A. C. Gienpinninc. Lancet [Lancet] 2, 1253-1255, 
Dec. 18, 1954. 7 refs. 


The author first points out that in alias hospital 
departments where bronchography is only occasionally 
performed a good bronchogram is rare. With the 
introduction of ‘* dionosil”’’, a medium which has the 
advantage of fairly rapid absorption from the lungs, 
leaving no confusing residue when further examination is 
required, bronchography is likely to be performed more 
frequently and probably by the inexperienced. He 
therefore describes in detail a method used in hospitals of 
the Bromley Group, Kent, which is suitable for occasional 
bronchography and, in the hands of an inexperienced 
operator, may be expected to give good results. The low 
toxicity of lignocaine (‘‘ xylocaine ’’) for local analgesia is 
emphasized and the author gives reasons for preferring 
endotracheal intubation to cricoid puncture. 

[The technique is well described and promises to fulfil 
its intention admirably.] Sydney J. Hinds 


1705. The Roentgen Study of the Chest in Measles 
J. De Carto and H. H. STaRTZMAN. Radiology [Radi- 
ology] 63, 849-852, Dec., 1954. 4 figs., 4 refs. 


1706. Roentgen Observations of the Aging Chest 
J. A. Evans. Journal of the American Geriatrics Society 
[J. Amer. Geriat. Soc.] 2, 772-780. Dec., 1954. 5 figs. 


The more common changes seen in the chest radiograph 
in old age and the problems they present in differential 
diagnosis are discussed in this paper from the New York 
Hospital—Cornell Medical Center, New York. Atrophy 
of the breast in the ageing female often results in localized 
areas of density without any clear-cut outline comparable 
with that seen in the developing breast of the young girl. 
In senile osteoporosis there may be the collapse of the 
vertebrae, simulating metastatic disease. In some cases 
pronounced arthritic changes occur in the dorsal region, 
leading to the formation of thick, bridging-type osteo- 
phytes which, if superimposed on the hila, are difficult to 
interpret. With increasing age Paget’s disease is not 
uncommon in the bony structures of the thorax. De- 
generative changes in the cardiovascular system often 
cause tortuosity of the aorta; a sinuous aorta, if not 
récognized as such, may be mistaken for a neoplasm. 
Further, buckling of the innominate artery secondary to 
such elongation and tortuosity may give rise to promin- 
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ence of the right superior mediastinal border. Severe 
senile emphysema causes pulmonary hypertension, which 
in turn results in enlargement of the pulmonary arteries 
and consequent prominence of the lung roots. 

L. G. Blair 


1707. Roentgenologic Diagnosis of Aneurysm of the 
_ Thoracic Aorta. With Particular Reference to Study in 
the Right Posterior Oblique Position 

G. Levene, E. N. Burke, and D. C. ARNoIS. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.] 72, 1004-1016, Dec., 
1954. 14 figs., 8 refs. 


Since aneurysm of the aorta is no longer regarded as an 
inoperable condition the radiological differentiation of an 
aneurysm from other mediastinal masses which it may 
resemble is of immediate practical importance. At 
Massachusetts Memorial Hospital, Boston, radiological 
examination in the right posterior oblique position has 
been found to be the most useful single method of 
establishing the diagnosis without recourse to the 
elaborate procedure of angiocardiography. Careful 
screening is essential. The correct degree of rotation is 
obtained when the apex of the heart just disappears 
behind the vertebral column. 

The normal radiological appearances in the right 
posterior oblique and the postero-anterior positions are 
briefly mentioned. The authors then describe in detail 
the changes which may be seen in the aorta in arterio- 
sclerosis, aortitis, hypertension, aortic insufficiency, 
aneurysm, and dissecting aneurysm. 

[The use of this position in place of the more usual left 


anterior oblique position would seem quite logical, and 
the numerous illustrations appear to confirm the authors’ 


claims.] Sydney J. Hinds 


1708. Roentgen Appearance of Gastric Invasion from 
Carcinoma of the Colon 

A. L. BACHMAN. Radiology [Radiology] 63, 814-822, 
Dec., 1954. 7 figs., 16 refs. 


Over a period of 12 months 4 cases of carcinoma of the 
colon involving the stomach were seen at the Francis 
Delafield Hospital, New York. Although the degree of 
gastric involvement varied, the radiological appearances 
were sufficiently similar and characteristic to suggest the 
diagnosis. 

' Discussing the progress of the disease the author 
states that a primary growth originating in the colon 
between the splenic flexure and mid transverse colon 
may extend along the gastrocolic ligament to involve the 
greater curvature of the stomach. It first produces a 
simple crescentic indentation of the greater curvature, 
which is sharply defined and covered by flattened mucosal 
folds. The filling defect increases in size, the mucosal 
folds are destroyed, and an ulcer crater appears. At this 
stage, a gastro-colic fistula may be demonstrated. In 
some cases the fistula may be demonstrated only by a 
barium-enema examination; in one of the author’s cases 
it was discovered only by follow-through examination. 


Finally, a large mass develops and the stomach is dis- 
placed to the right. 


The differential diagnosis is discussed and some of the 
clinical features are briefly mentioned. It is of .interest 
that in 3 of the present cases there was no evidence of 
lymphatic or distant’metastases, and that 2 of the patients 
were well 18 and 27 months respectively after operation, 

D. E. Fletcher 


1709. A Method of Excretory Urography in Children 
P. J. DENNEHY. South African Medical Journal [S. Afr. 
med. J.| 28, 949-952, Nov. 6, 1954. 4 figs., 5 refs. 


The difficulty of obtaining adequate excretory pyelo- 
grams in young children may be partly overcome by the 
Christiansen technique, in which the stomach is distended 
with gas by giving the child an aerated drink 10 minutes 
after injection, fluids having been previously withheld 
for 12 hours, so displacing confusing bowel shadows 
away from the renal areas. The present author describes 
a modification of this method, in which medial compres- 
sion is applied over the left lower ribs so that the gas- 
filled stomach is displaced to the right. This ensures 
that the right renal area is*covered by the distended 
stomach as well as the left. The combination of the 
technique with tomography is also mentioned. 

[Although the author states that exposures are made 
with the patient in the erect position, it is evident from 
the illustrations that the usual (and necessary) supine 
position has been employed.] Kenneth A. Rowley 


1710. Lead EDTA Complex. Further Radiographic 
Studies 

N. SaperkA. South African Medical Journal (S. Afr. med. 
J.] 28, 953-956, Nov. 6, 1954. 2 figs., 6 refs. 


Further experiments on animals are described with the 
water-soluble lead complex of ethylenediamine tetra- 
acetic acid (lead EDTA) in 25% and 50% solution as a 
contrast medium for the radiological examination of the 
alimentary tract and also for intravenous pyelography. 
The aqueous solution has previously been shown to pass 
very rapidly through the intestine so that a shadow of the 
entire alimentary tract of the rat may be obtained on a 
single film. In the present experiments satisfactory 
results have been obtained with viscous preparations of 
the medium—either a solution of lead EDTA in methyl- 
cellulose mucilage or a suspension of the powdered 
medium in bentonite magma 15% (bentonite being a 
native colloidal hydrated aluminium silicate). These 
preparations pass more slowly through the intestine, and 
it is suggested that if they are tolerated by man they may 
prove useful for both oral and rectal administration and 
should be of value for the demonstration of fine mucosal 
detail. 

Comparison of pyelograms taken with 50% diodone and 
50% lead EDTA in aqueous solution showed that these 
media produced shadows of similar density in the renal 
tract of rats after intravenous injection in each case of 
0-5 ml. per kg. body weight. Lead EDTA in 50% 
solution produces a transitory fall of blood pressure, 
probably associated with an altered electrolyte balance, 
on intravenous injection, and so should be given slowly. 
It is possible that a smaller dosage may be necessary in 
man. Kenneth A. Rowley 
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1711. The Physician’s Professional Life from the 16th 
Century to the Middle of the 19th Century. (La vie 
professionnelle du médecin du XVI¢ siécle au milieu du 
siécle) 

R. VAULTIER. Presse médicale [Presse méd.} 62, 1850- 
1854, Dec. 25, 1954. 11 figs. 


The literature of the Renaissance abounds in the 
detailed confidences of doctors and much can be learnt 
about their life from the records of contemporary 
notaries. A busy doctor in the 16th century spent many 
hours of the day in visits and consultations, although it 
was not unusual for the provincial doctor to take part in 
localevents. Thus Claude Huvé of Chartres (1505-1570) 
built up a large practice, being physician to the H6tel- 
Dieu and to the Poor Law Administration, and at the 
same time lived the life of a country gentleman. The 
costume of this period was still mediaeval—long robe 
and biretta—and often a beard was worn. In later years 
a dark robe and round hat were more general, although 
many young men flouted convention and could be seen 
in purple cloak, red doublet, and knotted cravat, sporting 
a curled wig, a cane, and sword in imitation of the 
cavalier; others affected the careless attire of the more 
scholarly. However, the sombre robe with the un- 
hygienic horse-hair wig was the standard dress of the 
1700’s up to the time of the French Revolution, after 


which coloured dress and a natural coiffure normally 
replaced professional uniform. 
During the grand siécle competition among doctors 


was keen. Details are given of one doctor who started 
his chosen life at Clermont-Ferrand in 1659 and by 1669, 
helped by his academic reputation, had built up a 
lucrative practice among the nobility, the clergy, the 
Court, and members of the judiciary. But by 1679 he 
was being ousted by younger colleagues and this loss of 
practice led him to raise his fees to those patients who 
remained. The fees charged during his first 10 years 
varied between 18 livres for a dressing and 155 livres for 
cutting fistulae to 30 sous for tooth extraction and a few 
sous for bleeding. Physicians at this time had to work 
hard to keep a family, and it was not uncommon for a 
doctor to advise his son to seek a more profitable calling. 

In the 18th century the Parisian doctor sought to cut 
a figure, but his provincial counterpart desired only 
comfort, for which his worldly goods were often pawned. 
Many a doctor would have had difficulty in holding his 
position had it not been for a marriage dowry or patron- 
age. Overcharging and, consequently, disputes were 
common, though in general fees were low. 

At the beginning of the 19th century the life of the 
doctor underwent a gradual transformation as increasing 
numbers threw off the influence of the past. According 
to one of the ladies’ journals of the time the young doctor 
was elegantly though quietly attired; another remarked 
that a lady chose her physician for his elegance and youth. 
Even the country doctor (who was new in this century, 


for previously villages were attended by surgeon-barbers) | 
dressed in good style, travelled by horse and cabriolet, 
and was a person of quality. The fees for attendance 
rose and the standard of practice improved. Doctors 
were still as fully occupied as their grandfathers had been 
with visits, attendance at hospitals, and the problem of 
finding time for relaxation. Their homes still varied 
according to fortune or situation, and as always it was 
the wise man who married well, but the white cravat and 
frock coat which hitherto had distinguished the profession 
gradually gave way to the costume of ordinary men. 
Thomas Marmion 


1712. Abraham Colles and his Contemporaries 


Dooiin. Journal of the Irish Medical Association 


[J. Irish med. Ass.| 36, 1-6, Jan., 1955. 


Abraham Colles was born near, Kilkenny in 1773. 
During the time that he held the Chair of Surgery at the 
school on Stephen’s Green (1804-36), and Robert Graves 
held the Chair of Medicine at Trinity College, the Dublin 
medical school reached its highest level and its fame 
became world-wide. Among Colles’s medical colleagues 
was Willi Stokes, author of the classic Diseases of 
the chest, which appeared in 1837; in 1843 Graves 
published his famous System of clinical medicine, while 
Colles’s own Treatise on surgical anatomy, the first text- 
book of applied anatomy in the English language, had 
appeared in 1811. 

Conditions of practice in Dublin were very tough at — 
this period: physicians, surgeons, and apothecaries 
formed separate and rival castes, and also a large number 
of quacks flourished. The cause of reform and the 
promotion ‘of unity within a divided profession were 
taken up by Arthur Jacob and Richard Carmichael. 
Jacob was founder and first editor of the Dublin Medical 
Press (1839), a weekly paper which was fearless in its 
denunciation of ‘‘ puffery ’’ and of fee-splitting and other 
professional evils. After passing through the Dublin 
College of Surgeons, Jacob had studied at Edinburgh 
University and in Paris before setting up as an ophthalmic 
surgeon in Dublin. In 1826 he was appointed to the 
Chair of Anatomy at the Royal College of Surgeons of 
Ireland, which he held for 41 years, being President 
of the College in 1837 and again in 1864. Richard 
Carmichael was the founder and first president of the 
Irish Medical Association (1839). He was vigorously 
supported by Jacob, and the dual influence of these two 
men contributed much to the passing of the Medical Act 
of 1858 which resulted in the formation of the General 
Medical Council and the setting up of the Medical 
Register. 

The early issues of the Dublin medical journals contain 
a vast number of careful case records and pathological 
reports, but there is ample evidence that the absence of 
anaesthesia and the inevitability of sepsis—a mortality 
of at least 50° was common—were insuperable bars to 
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further progress in surgery. William Porter, surgeon to 
the Meath Hospital, writes of the operation of trephina- 
tion on conscious patients as “‘ a dread ordeal, cruel and 
fearful to behold’’. Todd of the Richmond Hospital 
had reported a series of 13 herniotomies with only one 
death in the five years before 1817, but thirty years later 
strangulated hernia still carried a heavy mortality. 
Colles strongly recommended the use of tobacco enemata, 
a measure that had been advocated by Heister a century 
before. Hydrocele was treated by tapping and the in- 
jection of port wine or brandy and water. In the 
eighteenth century Dublin had three lithotomists of 
great repute—Daunt, Pease, and Peile. Their successor 
was Philip Crampton, an operator of international fame, 
who became converted to the use of the lithotrite invented 
by Civiale of Paris in 1824. Colles and Porter were also 
experienced lithotomists. Porter recorded successful 
lithotomies in children of 34 and 7 years of age, and 
Crampton in four others under the age of six. 

Colles died in 1843, the undisputed head of his pro- 


fession in Ireland. He twice refused a baronetcy. As ° 


an operator he had many equals and some superiors, 
but his clinical judgment, honesty, and modesty were 


unrivalled and as a teacher he raised the Dublin school 


to the heights. Cusack, who had the biggest practice in 
the city after Colles, was also a great teacher. When 
his apprentices had reached the number of fifty-two they 
conferred upon him the honorary rank of ‘‘ Colonel of 
the 52nd ”’. 
as far as it could be carried in the pre-Listerian era. 
W. J. Bishop 


1713. William Gilbert of Colchester 
A. G. DAwrant. St. Bartholomew’s Hospital Journal 
[St Bart’s Hosp. J.| 59, 47-53, Feb., 1955. 1 fig. 


William Gilbert, “ physician and founder of the 
science of electricity,’ was born in Colchester in 1544 
at the very end of the reign of Henry VIII. He never 
married and nothing is known of his private life. He 
obtained the degree of M.D. of Cambridge and entered 
the College of Physicians in 1569, of which, after holding 
the offices of Censor and Treasurer, he became President 
in 1600. He was personal physician to Queen Elizabeth I, 
and attended her in her last illness. Though he practised 
in London for more than 30 years, nothing is known of 
his patients or of the drugs that he used, except that he 
took part in the preparation of the first London Pharma- 
copoeia. 

Gilbert’s chief claim to fame was his publication, in 
1600, of the result of 30 years’ research into the properties 
of the loadstone, De magnete, which established him as 
among the first of the natural scientists, and one of the 
founders of the experimental method of investigation. 
The present paper gives a short account of the advance- 
ment of learning in the sixteenth century, and comments 

_ briefly on the contents of Gilbert’s magnum opus. While 
the names of Volta, Faraday, and Ampére all have a 
lasting place in the history of science, Gilbert has no 
such eponymous recognition. It is suggested that the 
reason for this probably lies in the fact that electrostatics 
has remained of only academic significance while the 
other branch of the science, concerned with current 
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electricity and investigated 180 years later by Galvani, 
has had a much wider practical application. Neverthe- 
less, the concept of electricity as a current which 
“* flows ’’ goes back to Gilbert’s earlier researches. 

The De magnete contains a chapter entitled “ Con- 
cerning other powers of the loadstone, and its medical 
properties ’’ in which Gilbert, while illustrating in the 
manner of his presentation the peculiar intermingling 
of mediaeval philosopher and enlightened scholar so often 
seen at the Renaissance, makes the astute observation 
that iron is given in its natural form or after suitable 
preparation “in causes of laxity and over humidity of 
the liver, in enlargement of the spleen, after due evacua- 
tion, for which reason it restores young girls when pallid, 
sickly and lacking colour, to health and beauty ”’. 

The paper is illustrated by a reproduction of the only 
contemporary portrait of Gilbert still in existence, and 
now in the Bodleian Library, Oxford. Fuller, writing 
of him in 1662, says that “his stature was tall, com- 
plexion cheerful, an Happiness not ordinary in so hard 
a student and retired a person”’. Gilbert.left his col- 
lection of metals, books, and instruments to the Royal 
College of Physicians, but they were all destroyed during 
the Great Fire of London. D. P. McDonald 


1714. The Practice of an Early Nineteenth-century 
Physician: Illnesses Occurring in Belfast during the 
years 1808-1810 

J. C. C. Crawrorp. Ulster Medical Journal (Come 
med. J.) 23, 143-148, Nov., 1954. 5 refs. 


1715. Two Eighteenth Century Liverpool Surgeons— 
Park and Alanson 

J. B. OLDHAM. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.| 47, 1056-1058, Dec., 
1954, 


1716. Epidemics of So-called Demoniacal Possession in: 


the 17th Century. (Epidémies de soi-disant possession 
démoniaque au siécle) 
J. De BusscHer. Scalpel [Scalpel (Brux.)] 107, 1355- 
1368, Dec. 18, 1954. 18 refs. 


1717. Manuscripts in the Library of the Faculté de 
Médecine de Paris. (Les manuscrits 4 la bibliothéque 
de la Faculté, de médecine de Paris) 

A. HAHN and P. Dumartre. Semaine des hépitaux de 
Paris [Sem. eat Paris] 30, 4447-4454, Dec. 18, 1954. 
6 figs. 


1718. Shakespeare’s Knowledge of Medicine. (Shake- 
speare et ses connaissances en médecine) 

A. PuiicHet and P. Presse médicale [Presse 
méd.} 62, 1845-1849, Dec. 25, 1954. 9 figs., 6 refs. 


1719. An Unpublished Document Concerning the Action 
Brought against Ambroise Paré in 1575 by the Medical 
Faculty of Paris: the Pleading of Advocate-general 
Brisson. (Une piéce inédite concernant le procés intenté 
a Ambroise Paré en 1575 par la Faculté de -Médecine 
de Paris: la plaidoirie de l’avocat-général Brisson) 

E. Oxtvier. Gesnerus [Gesnerus (Aarau)] 11, 1-10, 1954. 
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References are to page numbers. An asterisk denotes title and reference only 


Abortion, habitual, blood groups in, 4 
—, pulmonary tuberculosis and, 25 

Acetone toxicity in industry, 159 

Acetylcholine aerosol, influence of 
thyroidectomy on sensitivity of. 
guinea-pig to, 111 

Acetylsalicylic acid, see Aspirin 

Acidosis, diabetic, ‘adrenal cortex and 
pathological physiology of, 87 

— due to advanced renal disease, up- 
take of base in, 479 
—, respiratory, in emphysema, 288 

Acne vulgaris, diagnosis, physiopatho- 
logy, and treatment, 149 

— —, erythromycin treatment, 151 

—-—, pustular, antibiotic and sul- 
phonamide treatment, study in vitro, 


ACEH, see Corticotrophin 

ret in lymphogranuloma, 
3 

Actinomycosis, penicillin and sulpha- 
diazine treatment, 151 

Addison’s disease, corticotrophin gel in 
diagnosis, 220 

— —, effect of aldosterone in, 136 

— —, islet-cell adenomata in, 483 

—— with pulmonary tuberculosis, 
cortisone treatment, 362 


' Adenomatosis, pulmonary, sputum 


cytology in, 216 
—,—, systematic malignant, 392 
Adrenal cortex—blood barrier, 297 
— —, effects of cortisone and cortico- 
trophin on, 397 
—-— function during isoniazid treat- 
ment of pulmonary tuberculosis, 361 
—-— —¥jin bronchial asthma, assess- 
ment by estimating 17-ketosteroid 
excretion, 453 
—— — —health and disease, factors 
influencing, 483* 
— — — — pemphigus foliaceus, 65 
——— — pernicious anaemia, 126 
— — — test, corticotrophin gel in, 220 
-— insufficiency, lymphocyte re- 
sponse as indicator of, 50 
—-—and pathological physiology of 
diabetic acidosis, 87 
— in nephrotic syndrome and 
eumatic fever, effect of cortico- 
trophin on, 136 
— —, role in sulphur metabolism, 483 
— — weight and cholesterol concentra- 
tion, effect of simultaneous admini- 
stration of corticotrophin and cortical 
steroids on, 482 
— medulla, cytological demonstration 
of noradrenaline in, 296 
-— — insulin resistance after, 


Adsenalectomy, bilateral, glycyrrhi- 
zinic acid for maintenance therapy 
after, 297 

— in carcinoma of breast and prostate, 
221 

—-— malignant phase of essential 
hypertension, 40 


Adrenalectomy, life-maintaining action 

- of chlorohydrocortisone after, 396 

—, stress-induced eosinopenia after, 
297 

—, subtotal, in Cushing’s syndrome, 
293, 297, 480 : 

— aerosol for bronchial spasm, 
31 
—, effect on small pulmonary blood 
vessels of rabbits, 16 

—in phaeochromocytoma, quantita- 
tive estimation, 380 

— level in blood, effect of insulin on, 
135 

— — — plasma, effect of glucose and 
fructose on, 136 

—, reflex vasodilatation induced by, 
nature, 347 

Adrenogenital syndrome, metabolism 
of adrenal steroids in, 49 

Aerosol, calcium chloride and adrena- 
line, for bronchial spasm, 318 

— treatment with proteolytic enzymes, 
of bronchial secretions in, 
287 

Afibrinogenaemia, congenital, 211 

Agammaglobulinaemia a _ congenital 
defect, 271 

Air, chemical disinfection against 
influenza-A virus, 433 


— conditioning, re-evaluation from 
otorhinolaryngological viewpoint, 
217 


respiratory mucosal vascular 
responses and thermoregulation in, 


290 

—, mould spores from, as causes of 
asthma, 111 

— pollution and bronchitis, 319 

Alcoholism, see also Delirium tremens 
—, chronic, acute hepatic insufficiency 
in, 373 

, disulfiram treatment, cardiac 
effects, 147 

— in children in France, 68 

—, positional nystagmus as test of 
drunkenness, 75 

Aldolase in serum, clinical significance, 


337 

Aldosterone, effects in Addison’s disease 
and adrenal pseudohermaphroditism, 
136 

Alexia, clinical features, 494 

Alkali treatment, intensive, in terminal 
renal disease, 132 

Alkoxyglycerols in treatment of radia- 
tion leucopenia, 330 

Allais, Alphonse, and medicine, 424* 

Allergens, elimination from house air 
with portable electrostatic precipi- 
tator, 197 

Allergy, 111, 197, 369, 453. Sée also 
Asthma; Hay-fever 


—, B.C.G. vaccination by mouth in, . 


446 
— due to rape 
— treatment, 


lien, 197 
atal constitutional re- 


actions to, 369. 
517 


** Alseroxylon ”’ in hypertension, 122 

Amidopyrine, effect on intestinal secre- 
tions in health and during induced 
pyrexia, 260 

Amino-acid utilization, effect of 
parenteral administration of fat 
emulsions on, 370 

Aminoaciduria in galactosaemia, 370 


‘—, rachitic, renal element in, 112 


p-Aminobenzoic acid injection, anti- 
dyspnoeic action, 437 

5-Amino-7-methyl-1:2:4:6-tetra-azain- 
dene, absorption, toxicity, and 
experimental antituberculous action, 


352 

p-Aminosalicylic acid, antithyroid 
action, 295 

— — in pulmonary tuberculosis, acute 
perifocal reaction in, 103 

— —, intravenous, in pulmonary tuber- 
__ 447 

—,—— —, adrenocortico- 

~ trophic effect, 439 

— —, isoniazid and, in chronic pul- 
monary tuberculosis, a warning, 103 

—-—,-—, and streptomycin in pul- 
monary tuberculosis, 102 

— — treatment, morbid anatomy of 
tuberculous lesions after, 175 

— — with streptomycin in renal tuber- 
culosis, 104 

Amithiozone, see Thiacetazone 

Ammonia metabolism in liver ge 
and derangements of portal cir 
culation, 373 

— — in man, 270 

Ammonium compounds, quaternary, in 
disinfection of hospital blankets, 318 

Amodiaquin, single oral dose, in acute 
malaria, 195 

Amoebiasis, see also Entamoeba 

—, ‘“ arsthinol ” treatment, 19 

—, ‘‘camoform ” treatment, 195 

—, colonic granuloma in, 109 

—, fumagillin treatment, 30, 109 

—,— and oxytetracycline treatments 
compared, 368 

—, PAA-7o1 treatment, 30 . 

Amyloid changes in rheumatoid 
frequency and significance, 


Amyloidosis, primary atypical, neuro- 
pathy in, 7 

—, —, clinical aspects, 454 

Anaemia, anaplastic, multiple mye- 
loma simulating, 472 
—, aplastic, due to  trinitrotoluene 
intoxication, 74 : 

—, haemolytic, acquired, agglutination, 
haemolysis, and erythrophagocytosis 
in, 125 

—,—,—, splenectomy, cortisone, and 
cortico in, 285 

—,—, hereditary, electrophoretic diag- 
nosis, 385 

—, hypochromic, absorption and utili- 

~ gation of ferric sodium versenate in, 
436 
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Anaemia, hypochromic, idiopathic, in 
males, 211 
—, leucopenia, and thrombocytopenia, 
~~ jmmunological, relation between 
antibodies against three cellular ele- 
ments of blood, 384 

—in disseminated malignant neo- 
plastic disease, haemolytic factor, 212 

—, iron- deficiency, dextran-iron com- 
plex injection in, 258 

—, —, intramuscular iron therapy, 211 

—, macrocytic, ascorbic acid require- 
ments and urinary excretion of 
p-hydroxyphenylacetic acid in, 112 

—,—, relation to, of absorption of 
radioactive vitamin By? after total 
gastrectomy, 126 

—, megaloblastic, 
in, 469 

—,—, due to phenytoin sodium, 58* 

serum cyanocobalamin 
and ‘folic acid activity of blood in, 212 
—, neonatal, after anterior placenta 
praevia, 414 

—of pregnancy, intramuscular iron 
therapy, 285, 469 

— — prematurity, 503 

—, pathogenesis in  gastro-intestinal 
diseases, 387 

—, pernicious, adrenocortical function 
and metabolism of 17-hydroxycorti- 
costeroids in, 126 

—,—, serum content of cyanocobala- 
min in, 469 

—, pure red-cell, in patients with 
thymic tumours, 211* 

—, refractory, simultaneous occurrence 
with benign thymoma, 211 

—, sickle-cell, clinical features of 
genetic variants, 126 

—,—, haematological studies after 
multiple blood transfusions, 469 

Anaesthesia, cardiac arrest during, 329 

—, deflation phase of respiration in, 
apparatus to assist, 328 

—, levorphan as premedicating agent 
before, 419 

— with intravenous pethidine in intra- 
nasal and intraoral operations, 419* 

Anaesthetics, 77-8, 326-9, 419-20, 


citrovorum factor 


511 

Analeptic drug sensitivity of mice, 
effect of painful stimuli on, 260 

Analgesia, hypotensive spinal: respira- 
tory, metabolic, hepatic, renal, and 
cerebral effects, 419 

—, prolonged, with benzocaine— 
urethane solution, 78 
—, spinal, long-term follow-up study, 
420 

—,— and regional, histamine antago- 
nists in, 420, 

Anastomosis, porta-caval, recurring 
mental confusion after, 468* 

Anatomy, development as foundation 
of art of medicine, 336 

Aneurysm, arterio-venous, septic en- 
darteritis of, causing septic endo- 
carditis of tricuspid valve, 279 

—, intracranial, ocular symptoms, 405 

— of aorta and iliac arteries, surgical 
attitude to, 382 

—, thoracic aortic, radiological diag- 
nosis, 514 

Angina pectoris, cinchona alkaloid 
treatment, 461 , 

— —, ethaverine treatment, 203 

— —, triethanolamine trinitrate treat- 
ment, 379 
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Angiocardiography by subclavian 
route, 332 . 
—, intravenous, in diagnosis of cardiac 
shunts, 244 

Angiography, carotid, in study of peri- 
pheral collateral circulation between 
cerebral arteries, 142 
—, cerebral, complications, 244 
—, percutaneous vertebral, 422 

Angioneurotic oedema and urticaria, 
statistical survey, 369 

Anisomycin, activity in vitro, 96 

Ankle, sprained, hyaluronidase treat- 
ment, 226 

Anoxia, see Oxygen deficiency 

Ansolysen see Pentolinium tar- 
trate 

** Antabuse ”’, see Disulfiram 

“ Antepar ”’, see Piperazine citrate 

Antibiotics, see also Aureomycin, etc. 

—, bactericidal action, routine testing 
in vitro, 261 

—, combined, 
18* 

—, effect on lethal action of endo- 
toxins in mice, 397 

—in pneumococcal pneumonia, effect 
on prognosis, 474 

—w—subacute enterococcal endo- 
carditis, 116 

— — urinary-tract infections, 131 

— — various combinations: synergism, 
antagonism, and additive effects, 95 

— ointment in prophylaxis of venereal 
diseases, 449 

— and sulphonamides in pustular acne 
vulgaris, study in vitro, 63 

Antibody and antigen metabolism, 257 

—, auto- and iso-immune, differentia- 
tion in vitro by protamine and tryp- 


clinical findings with, 


sin, 430 

— production, local, lymphocyte agglu- 
tination in, 14* 

Anticholinergic drugs, comparative 
potency determined by sigmoid 
motility technique, 351* 

Anticoagulant, ‘‘ marcumar”’, experi- 
mental and clinical study, 347 

— treatment, association of myo- 
cardial rupture and haemoperi- 
cardium with, 378 

— —, haemorrhage during, 127 

—-—in acute myocardial infarction, 
selective use based on initial prog- 
nosis, 378 

— — — cerebral vascular diseases, 404 

— — — venous thrombosis, 120 

— “ warfarin ’’, clinical trials, 180 

er td A and B in blood platelets, 


— in cell wall of C. diphtheriae, nature 
of, 15 

— injection, 
after, 319 

rotective, of Haem. pertussis, 15 

Antihistamines, see Histamine antago- 
nists 

Antistreptolysin reaction and peni- 
cillin treatment of scarlet fever, 443 

Antithrombin activity of heparin, 5 

— — — plasma, 4 

Antitussives, see Cough suppressants 

Antrenyl”’, bronchodilator activity 
in eee emphysema, 180 

—, effect on insulin-induced gastric 
secretion in duodenal ulcer, 436 

Anxiety state in insulin-induced hypo- 
glycaemia, effect of chlorpromazine 
on, 148 


development of cysts 


Anxiety and tension symptoms and 


accompanying physiological changes 
in muscular system, 146 

Aorta, abdominal, and arteries of lower 
limbs, simultaneous arteriography, 
334 

—,—, degenerative diseases, new 
methods of surgical treatment, 39 

— aneurysm, surgical attitude to, 382 

— coarctation, experimental, hyper- 
tension in, physiological study, 121 

——, postoperative electrocardio- 
graphic changes, 462 

— —, surgical treatment, 467 

— insufficiency, circulatory dynamics 
after insertion of plastic valvular 
prosthesis, 204 

— occlusion in cardiac massage, experi- 
mental studies, 511 

— stenosis, clinical features, 280 

— —, surgical treatment, 280 

——, — —, mechanical principles in, 


3 

— —, valvotomy in, 379 

—, thoracic aneurysm of, radiological 
diagnosis, 514 

Aortitis, painful, in syphilis, 193 

Aortography, abdominal, for demon- 
strating liver and spleen, 334 

Aphasia, electromyography in, 493 

Aphthae, recurrent, herpes simplex 
virus not the causative agent, 198 

Apnoea due to suxamethonium hyper- 
sensitivity, blood pseudochole- 
sterinase levels in, 78 

Appendicitis, acute, historical survey, 


83 

—, —, in children, 67 
_—, ’ chronic, justification for appendi- 
cectomy in, 202 

Appendix intussusception in allergic 
369* 

te Apresoline ” , see Hydrallazine 

Aqueous, barrier between blood and, 
in artificially induced shock, 169 

“ Aramine”’, circulatory effects in 
cardiogenic shock, 17 

Argicillin, antibiotic properties and 
tolerance, 182 

—_ Robertson pupil, pathogenesis, 


227 
Arrhythmia, aetiological factors, 466* 
— due to quinidine, treatment, 278 
—, ventricular fibrillation during 
cardiac surgery, 466 
“* Arsthinol ” in amoebiasis, 19 
Art, flea infestation as portrayed in, 165 
Arteries, anterior choroidal, surgical 
occlusion in Parkinson’s disease, 228 
—, carotid, occlusion, 143 
—, coronary, see Coronary 
venous junction of, 


394 
— distribution within liver, 


—, —, ligation in cirrhosis, mechanism 
of action, 458 

—, iliac, aneurysm, surgical attitude 
to, 382 

—, internal carotid, spontaneous occlu- 

sion, 56 

thrombotic occlusion, col- 
jateral circulation i in, 228 

—, left pulmonary, absence of, 277 
—, pulmonary, or branches, ligation 
in difficult pulmonary resection, 129 

—, —, effect of partial occlusion on 
various parts of circulatory system, 
36 
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, subclavian carotid, chronic 
obstruction syndrome, 467 

Arteriography, simultaneous, of abdo- 

minal aorta and arteries of lower 


limbs, 334 
Arterioles in hypertension, micro- 

spectroscopic study, 250 
Arteriosclerosis, cerebral, electro- 


encephalogram in, 403 

—of larger cerebral arteries, histo- 
genesis and importance of mechanical 
factors, 431 

Arteritis, peripheral, coronary disorders 
in, 383 

—, temporal, 90 

Arthritis, see Osteoarthritis 

—, chronic, intra-articular injection of 
plastic material i in, 491 

—,—, orthopaedic treatment, 303* 

effect of periarticular procaine 
infiltration on joint temperature in, 


490 
—, gouty and non-gouty, metabolic 
effect of phenylbutazone in, 490 

—, non-specific infectious, variations 
in clinical course, 399 

—,rheumatoid, acute, in children, 
capillary permeability i in, 300 

—,—, —, — military recruits, 489 

—-,—-, amyloid changes in, frequency 
and significance, 91 

—,—, association of silicosis with, 321 

—,—, blood transfusion from preg- 
nant women in, 53 

—,—, cobra venom with formic acid 
and silicic acid treatment, 52 

—,—, colloidal gold sulphide treat- 
ment, 53 

—,—,complementary activity of 
blood in, 138 

—, —, correlation of erythrocyte sedi- 
mentation rate and complications of 
gold therapy, 491 

—,—, cortisone and _ corticotrophin 
treatment, suppressive compared 
with analgesic treatment, 491 

—, —, effect of probenicid and phenyl- 
butazone on isotopic uric acid in, 225 

—,—, free erythrocyte porphyrin and 
plasma copper in, 338 

, hormone-gold and hormone— 
salazopyrin treatment, 491* 

—, —, hyaluronidase treatment, 225 

—, —, low diastolic pressure as clini 
feature, 53 

—,—, oral “‘ aurubin ” treatment, 140 

—, —, peripheral vascular response to 
cortisone in, 487 

——, serological diagnosis, 301* 

—,—, serum polysaccharide : protein 
ratio as measure of activity, 301 

—,—, zone electrophoretic studies of 
plasma proteins in, 140 

Arthroplasty, ‘ ‘chemical’”’, by intra- 
articular injection of plastic material, 
491 

Ascariasis, treatment, 98, 99, 353, 441 

Aschoff bodies i in left auricular appen- 
dages in mitral stenosis, 431 

Ascites diagnosis by paper electro- 
phoresis of serum proteins, 251 
—, pathogenesis and treatment, 200 

Ascorbic acid levels of blood and urine, 
effect of corticotrophin and cortisone 
on, 136 

— — requirements and urinary excre- 
tion of hydroxyphenylacetic acid 
in steatorrhoea and macrocytic 
anaemia, 112 
1** 


Aspirin, effect on antistreptolysin-O 
titre and gamma-globulin concentra- 
tion in rheumatic fever, 138 

Asthma, adrenocortical function in, 


assessment by estimating 17-keto- © 


steroid excretion, 453 

—., allergic prostatitis in, 175 
corticotrophin treatment, 453 

—,—, cortisone, and hydrocortisone 
treatments compared, III 

—, death during cortisone treatment, 

197 

—, induced, effect of sympathico- 
_mimetic amines and enzyme-block- 
ing agents on, 369 

—, liver function in, 111 

—, mould spores from air indoors and 
outside as causes, III 

—, oral cortisone in long-term treat- 
ment, 197 

—, prolonged cortisone and _ hydro- 
cortisone treatment, I11 

—, severe, long-term treatment with 
cortisone tablets, 453 

—, urinary excretion of histamine in, 
effect of cortisone on, 453 

Atheroma, cholesterol-induced, relation 
to experimental hypertension in 
rabbits, 337 

Atherosclerosis, anticoagulants and 
lipocaic hormone i in, 207 
—, experimental, squalene feeding in, 
8 


5 

Atom bomb explosion survivors, leuk- 
aemia in, 41 

Aureomycin in chancroid, 27, 190 

— — laryngeal cellulitis, 476 

— — laryngoscleroma, 291 

— — scrub typhus, 108 

— — whooping-cough, 100 

_ sensitivity of Proteus, 434 

‘* Aurubin ’’, oral, in rheumatoid 
arthritis, 140 

Autoradiography in nodular goitre, 295 

Avicenna, millennial celebrations, 167 

Azaserine ” in neoplastic disease, 
clinical trials, 261 


Bacitracin susceptibility of Pseudo- 
monas, 345 

Backache, use of traction in, 401 

Bacteria, acid-fast, atypical, pul- 
monary ase and, 177 

Bacteriology, 11-15, 92, 176-8, 225-7, 
345-6,433-5 

Bacteriophage in identification of 
Salmonella organisms, 177 

— typing of staphylococci, 177 

Balanoposthitis, chronic benign 
plasma-cell, clinical and 
aspects, 364 

Banthine see Methantheline 

Banti’s disease, portal venography in, 


245 
Barbiturate action, effect of ‘‘ SKF 
525-A ” on, 438 
—., effect in patients with liver disease, 
8 


7 

— level in blood, correlation with 
clinical condition, 351 

— poisoning, artificial kidney in, 
experimental study, 325 

— — in South Africa, 160 

Barium, oral, in acute intestinal 
obstruction, advantages and risks, 


333 
Bassi, Agostino, his influence on evolu- 
tion of microbiology, 516* 
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B.C.G. vaccination by multiple punc- 
ture or intradermal injection, com- 
parison, 21 

——, comparison of tuberculins in 
assessment of efficacy, 21 

— —, fatal tuberculosis after, 358 

— — in Dublin, 1948-53, 21 

— — — Montreuil, 1948-53, 21 

— — — Renfrewshire, 446 

— —, oral, in allergic subjects, 446 

—-—,—,— infants and young chil- 
dren, 445 

“ Bécantex ”, pharmacology and toxi- 
cology, 181 

Bed-rest, prolonged, 
pleural effusion, 265 

Behaviour disorders in epileptic 
children, 506 

Bell’s palsy, anatomical basis of treat- 
ment, 144 

— —, cortisone treatment, 408 

Belladonna alkaloids, adverse effects in 
benign pyloric obstruction, 272 

‘* Benadryl ” for motion sickness, 94 

‘* Benemid ”’, see Probenicid 

Benethamine penicillin, clinical trials,95 

Benjamin of Tuleda, Rabbi, medicine 
ae history in itinerary of, 
24 

Benzalkonium chloride, resistance of 
Myco. tuberculosis to, 255 

penicillin in early syphilis, 
207 

— —, intramuscular, in prevention of 
streptococcal infection in rheumatic 
children, 52 

Benzethacil and penicillin in pro- 
phylaxis and treatment of bacterial 
complications of measles, 98 

Benzocaine—urethane solution for pro- 
longed local analgesia, 78 

Berger—Kahn test for syphilis, 105 

Berylliosis, a preventable industrial 
disease, 238 

Bile duct, see also Cholangiography; 
Cholangitis 

—-—, common, calculus in, palpation 
v. cholangiography in diagnosis, 82* 

— intrahepatic, factors regulating 
integrity in relation to aetiology of 
primary liver carcinoma, 459 

— dyskinesia, simultaneous cholecysto- 
graphy and duodenal intubation in, 


335 

Biligrafin”’, contrast medium in 
intravenous cholecystography and 
cholangiography, 245 

Bilirubin level in plasma of newborn, 
relation to birth weight, 313 

Birth weight, influence on neonatal 
mortality, 235 

——, relation to duration of .breast- 
feeding of previous siblings, 152 

— —, serum bilirubin level of plasma 
in relation to, 313 


in . tuberculous 


Bladder tumour in workers in rubber 


industry, 73 

as, occupational, aniline and manu- 
facture of auramine and magenta as 
possible causal agents, 73 

Blindness, skin distribution of Oncho- 
cerca volvulus and, 194 

Blood and adrenal cortex, barrier 
between, 297 

—, arterial oxygen and carbon dioxide 
tension during voluntary hyper- 
ventilation, 129 

—, —, — saturation in Cheyne—Stokes 
respiration, 461 
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Blood: barrier between blood and 
aqueous, cerebrospinal fluid, and 
labyrinthine fluid in artificially 
induced shock, 169 

— carbon dioxide content in central 
cyanosis, diagnostic value, 35 

— cells, see Erythrocytes; Leucocytes 

— changes in generalized tuberculosis, 


see Circulation 

— clot culture in diagnosis of typhoid, 
433 

— coagulation, basic aspects, 211 

— — and L.E. cell phenomenon, 252 

—, complementary activity in rheu- 
matism and allied disorders, 138 
—, corticotrophic activity, 133 

— Factor V, familial deficiency, 234 

— flow, cerebral, response to blood- 
pressure reduction with phenoxy- 
benzamine, 381 

——, hepatic, estimation by deter- 
mining disappearance rate of col- 
loidal radioactive gold from cir- 
culation, 458 

—-—,-—, and splanchnic oxy gen con- 
sumption in alcoholic fatty liver, 201 

——in muscle, effect of exercise on, 


sympathectomy on, 

— _—, peripheral, response to cortisone 
in rheumatoid arthritis, scleroderma, 
and related conditions, "487 

—-—-,renal, in chronic constrictive 
pericarditis, 203 

—-—, —, — valvular heart disease, 204 

group(s): ABO heterospecific preg- 
nancy and haemolytic disease, 125 

— —, antibody and antigen Wra, 429 

— — antigens, two rare types, 286* 

——B specificity, isolation and pro- 
perties of substances of human 
origin possessing, 124* 

leucocyte agglutination in serum, 124 

— — in habitual abortion, 4 

— — — identifying victims of air 
disaster, 323 

, O and B, changes in iso-antibody 

characteristics of donors after pro- 
phylactic vaccines, 385 

——~, Rh antibody, detection by 
absorption — anti-A and anti-B 
agglutinins, 253* 

— — testing, preservation of erythro- 
cytes for, 385 

— — — to determine paternity, 75 

—, lead content, polarographic deter- 
mination, 239 

—, occult, in faeces, evaluation of 
tests, 4 

— oxygen dissociation curve in con- 
genital familial methaemoglobin- 
aemia, 32 

— picture in premature infants, 232 

— plasma, antithrombin activity, 4 

— — changes in cholesterol-fed rabbits 
with hypertension, 337 

— —,dye-binding capacity, fluoro- 
metric determination and relation to 
plasma albumin determination, 338 

— — protein levels in juvenile rheu- 
matism, 489 

— platelet antibodies, haemagglutina- 
tion technique for study, 172 

— —, antigens A and B in, 88 
—, portal, oxygen saturation in cir- 
rhosis, 40 


Blood pressure, see also Hyperten- 
sion; Hypotension 

— ‘arterial, comparison of methods 
of measurement, 208 

— —, effect of promethazine on, 259 


—w—.and heart weight in chronic. 


hepatitis, 283 

— —, pulmonary arterial, in acyanotic 
congenital heart disease, 278 

— —, relationship with sodium output, 
modification by treatment, 208 

— — response to “ veriloid ” and effect 
of doctor-patient relationship, 467 

—-—, venous portal, dependence on 
external pressure, 468 

— serum level of C-reactive protein as 
measure of acute myocardial infarc- 
tion, 88 

— stains from different animal species, 
determination by antiglobulin re- 
action, 160 

——, method for determining age, 
75 

— sugar estimation, quick and simple 
method, 250 

—w— jin animals, effect of a-methyl 
stilbene on, 299 

— — level, control in newborn, 504 

— transfusion, exchange, in erythro- 
blastosis foetalis, analysis of results, 
314 

—— from pregnant women in rheu- 

matoid arthritis, 53 

—w—, haemolytic reactions, natural 
history and management, 211 

— —, intra-arterial, direct hydraulic 
effect, 286 

— —, multiple, in sickle-cell anaemia, 
haematological studies, 469 

— —, syphilis after, 267 

— vessels, see also Arteries; Vascular 
disease; Veins, 

— —, accessory, of eeeney. diagnosis in 
hydronephrosis, 164 

— —, cutaneous, dilatory reaction to 
nicotinic acid, 411 

—volume at sea level and at high 
altitude, 41 

— — determination by polyvinyl pyr- 
rolidone method, 5 

—-—in congestive heart failure, 
iodinated human serum albumin 
determination, 274 

— — — polycythaemia vera, effect of 
radioactive phosphorus treatment 
on, 384 

Boils in general practice, 501 

Bone, see also Osteitis, etc. 

— development in children, effect of 
fluorides in drinking-water on, 70 

— disorders in diabetes, 4 

— dysplasia, intergelationship of rare 
types, 507 

—, frontal, eosinophilic granuloma of, 
291 

— marrow, appearance and — 
of tissue "mast cells in, 341 

— — as centre of lymphocyte storage 
or destruction, 7 

——, aspiration biopsy, in diagnosis 
of miliary tuberculosis, 91 

— —, unidentified reticulo-endothelial 
cell in, 172 

—, Paget’s disease of, osteogenic sar- 
coma in, x-ray study, 247 

— tumours, histological classification, 
253 

Bornholm disease, epidemiology in 
Sweden, 20 


Brain, see also Electroencephalogram; 
Enceph alitis; Meningitis 

— atrophy in adult, 55 

— changes in patients with extensive 

y burns, 342 

— cyst, colloid, in third ventricle, 
mucus- secreting cells in, 174 

— disease, organic, functional symp- 
toms, 494* 

— dysfunction, progressive familial 
infantile, associated with unusual 
urinary substance, 402* 

— lesions, location by electroencephalo- 
graphy, 228 

——,—— injection of solution of 
radioactive iodine in human serum 
albumin, 404 

—-, subendocardial haemorrhages 
with, 342 

— tumour location, encephalography 
and ventriculography compared, 162 

— —, lumbar puncture in, 406 

— —, metastatic, 173 

— —, — and primary, in adult man, 55 

— —, —, radiotherapy, 161 

— —, venographic localization, 332 

— vascular disease, see Vascular disease 

Breast carcinoma, adrenalectomy in, 
221 

——, metastatic, serum phospho- 
hexose isomerase activity as index 
of tumour growth in, 428 . 

— feeding, duration of, birth weight of 


subsequent infant as related to, 152. 


— — in hospital, 502 

Breathing, see Respiration 

Brewing industry, rheumatism in, 239 

Bromoderma vegetans in infant, 412 

Bronchiectasis, pathogenic mechanism, 
gI 

—, pulmonary postural drainage in, 


129 

Bronchiole epithelium, atypical proli- 
feration, 7 

Bronchitis, air pollution and, 319 

os , chronic, pathogenic bacteria i in, 256 
—, postural drainage in, 
269 

—, factors influencing prognosis in 
acute respiratory disease in, 215 

Bronchography, “‘ dionosil ” as medium 
for occasional users, 513 

— in pulmonary tuberculosis, 185 

— under brief anaesthesia with thio- 
pentone and succinylcholine chloride, 
162 

Bronchopneumonia, continuous 
tural drainage in, 289 

Bronchus carcinoma aetiology, smoking 
habits, environment, and incidence 
of respiratory disease in relation to, 
475 

— —, association with pulmonary in- 
farcts, 474 

——, cylindromatous type, compari- 
son with adenoma, 215 

— —, endobronchial radioactive cobalt 
treatment, 421 

——, pathological findings, 432 

— —, solitary cerebral metastases, 432 

wa ‘with Bence Jones proteinuria, 
128 

—— —venacaval obstruction,  tri- 
ethylene melamine in, 289* 

— muscle, effect of morphine on, 93 

— spasm, calcium chloride and adrena- 
line aerosols in, 318 

Burnett syndrome, differentiation from 
hyperparathyroidism, 481 
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Burns, extensive, brain changes with, 


2 

fui and electrolyte exchange in 
patients with, 32 

—, post-mortem histological charac- 
teristics, 323 

—, trypsin for removal of necrotic 
tissue in, 231 

Burns, Robert, cardiac history of, 167 

“ Butazolidin ’’, see Phenylbutazone 


‘Calciferol, mode of action, 270 

Calcification of mitral valve annulus, 
relation to functional valvular dis- 
turbance, 205 

—, skeletal, in children, effect of fluo- 
ride in drinking-water on, 70 

Calcium balance, cortisone and, 49 

—chloride aerosol for bronchial 

spasm, 318 

— ethylenediaminetetraacetate in lead 
poisoning in children, 240 

— intake of children, 269 

— ion, effect on Kolmer complement- 
fixation test, 105 

— metabolism in sarcoidosis with 
hypercalcaemia, effect of cortisone 
on, 183 

—-saline solution in Kolmer com- 
plement-fixation test for syphilis, 106 

— salts infusion provoking phosphat- 
uria as test of parathyroid function, 
305 

—, urinary excretion in healthy sub- 
jects and in cancer, 88 

_— utilization and intestinal excretion, 
270 

Calculus of common duct, palpation v. 
cholangiography in diagnosis, 82* 

“ Camoform ” in amoebiasis, 195 

Cantharidin poisoning, 324, 325 

Capillary permeability in juvenile rheu- 
matism, 300 

Carbohydrate metabolism, effects of 
growth hormone on, 45 

—, protein-bound, serum level in dia- 
betes and relation to duration of 
disease and vascular complications, 
51 

—solutions, intravenous infusion 
protein-sparing action, 454 

— tolerance in tuberculous diabetics, 
during isoniazid treatment, 
362 

Carbomycin, tetracycline, and oxy- 
tetracycline, synergistic amoebicidal 
effect on E. histolytica, 96 

Carbon dioxide content of blood in 
central cyanosis, diagnostic value, 35 

— —, effect on respiration of full-term 
infants, 153 

——in emphysema, 
response to, 216 

— — — prophylaxis of retrolental 
fibroplasia, 313 

— — — psychoneurosis, 60 

— — snow for plantar warts, 65 

— monoxide poisoning, accidental, in 
England and Wales, 160 

Carbonic anhydrase inhibitor, 
“ Diamox ” 

Carcinogens in polluted water supplies, 
322 

—injection, specificity of antineo- 
plastic phenomenon induced by, 249 

Carcinogenesis, immunological concept, 
425 


respiratory 


seé 


Carcinoma, influence of thyroid on, 480 

— susceptibility, psychological factors 
and, 60 

—, urinary excretion of calcium and 
magnesium in, 88 ; 

Cardia reflux, hiatal anomalies and, 199 

Cardiolipin antigen in Kolmer—Wasser- 
mann test for syphilis, 28 

— complement-fixation reaction in 
syphilis, 28 

Cardiospasm, role of distal oesophagus 
and gastro-oesophageal junction in, 


272 
Cardiovascular disease, ‘‘ renoprival ’’, 


pathogenesis in nephrectomized dogs, 
169 

Cardiovascular system, 35-40, 115— 
23, 203-10, 274-84, 375-83, 461-8 

Carditis, rheumatic, acute, hormone 
‘treatment, 139 

—,—, after mitral valvotomy, cortico- 
trophin to prevent, 39 

—, —, in pregnancy, 118 

—, —, minute-to-minute measurement 
of venous and arterial blood satura- 
tion in, 118 

—,—, prevention of systemic arterial 
embolism in, 118* 

—, —, relation between muscle damage 
and Aschoff cell in, & 

—,—, salicylates with cortisone or 
corticotrophin in, 488 


Caries, dental, in 5-year-old London — 


children, 155 

—, —, — U.S.S.R., fluorine content of 
water supplies and, 70 

—,—, incidence in children under 5 
years of age, 416 

Cartilage, rachitic epiphysial, histo- 
chemical study during healing, 270 

Castle’s intrinsic factor, site of origin, 
relation of absorption of radioactive 
vitamin By? after total gastrectomy 
to, 126 

Catheterization, cardiac, effect of pro- 
methazine on blood pressure before, 


259 

Celastrus paniculata in mental defi- 
ciency, 308 

Cells, malignant, concentration from 
body fluids for cytological study, 344 

Cellulitis, laryngeal, aureomycin treat- 
ment, 476 

Cerebrospinal fluid, barrier between 
blood and, in artificially induced 
shock, 169 

— —, cell counts and protein levels in 
syphilitic and non-syphilitic persons, 
Ig! 

— — changes after closed head injuries, 


— —, effect on crystallization of cupric 
chloride in tuberculous meningitis, 1 

— —, gamma globulin in, 170 

Cervix uteri, see Uterus cervix 

Chancroid, chemotherapy, 27, 190 

—, tetracycline treatment, 266 

Cheiralgia paraesthetica, 403 

Chekov, Anton (1860-1904), general 
practitioner and pioneer in social 
medicine, 424 

Chemotherapy, 18, 95-7, 182, 261, 
352, 439-40 

Chest in old age, x-ray appearances, 513 

— irradiation, fatal pneumonitis after, 
80 


— radiography, new techniques: super- 
voltage and multiple simultaneous 
radiograpy, 163 
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Children, see also Infants 

—, acute appendicitis in, 67 

—, — endocarditis in, 507 

—, — infectious lymphocytosis in, 67 

—, alcoholism in, in France, 68 

—, calcium, phosphorus, and iron in- 
takes of, 269 

—,chronic generalized oedema and 
hypoproteinaemia of obscure origin 
in, 505 

—,— urinary obstruction in, 
diagnosis, 246 

—, diabetes mellitus in, dietary fruc- 
tose for, 50 

—, dysentery in, nitrogen balance and, 
444 

—, electroencephalographic response to 
photic stimuli in, 493 

—, encephalitis in, 56 

behaviour disorders in, 
5 


—, excretory urography in, technique, 
514 

—, furred tongue in, 371 

—, growth of, effect of dietary sup- 
plements of cyanocobalamin on, 31 

Sn sensory dysfunction in, 


—, hypothyroidism in, radioactive 
iodine studies, 233, 294 

—, idiopathic thrombocytopenic pur- 
pura in, prognosis, 506 

—., interstitial pneumonia due to Pneu- 
‘mocystis in, serological confirma- 
tion, 92 

—, intraspinal tumours in, 233 

—, lead poisoning in, follow-up study, 
315 

—,— — —, calcium ethylenediamine- 
tetraacetate treatment, 240 

—, lipoid nephrosis in, follow-up study, 


44 

—, liver cirrhosis in, resulting from 
endophlebitis hepatica obliterans, 
194 

—,—-— and fibrosis in, relation to 
malnutrition in Indonesia, 194 

—, melanoma in, 316 

—, metabolic effects of growth hor- 
mone on, 45 

—, myocarditis in, complications, 414 

—, nephritis with hypertension in, 
excess of vasopressor activity in 
plasma and, 292 

—, nephrosis in, continuous treatment 
with corticotrophin gel, 477 

—, nephrotic syndrome in, effect of 
hyperoncotic infusions of dextran on, 
394 

—, — — —, electrophoretic study, 292 

—, non-specific oesophagitis in, 68 

— of tuberculous parents, risk of tuber- 
culosis in, 445 

—, oral B.C.G. vaccination, 445 

@—, osteogenic sarcoma in, massive pre- 

operative irradiation, 330 

—, pre-school, incidence of dental 
caries in, 416 ‘ 

—, psychomotor epilepsy in, 144 

—, pulmonary stenosis, simple, in, 276 

—, — tuberculosis in, medical and sur- 
gical management, 102 

—, purulent meningitis in, 316 

—,renal oedema in, effect of thio- 
semicarbazone on, 394 

—, respiratory infections in, erythro- 
mycin suspension therapy, 18 

—,rheumatic, blood-vessel 


per- 
meability in, 489 
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Children, rheumatic, capillary per- 
meability in, 300 

—,—, difficulties in giving large doses 
of salicylates to, 301 

—, — fever in, comparison of cortisone 
and corticotrophin with salicylates 
in, 488 

—,——-—, cortisone and salicylate 

» treatment, 300 

—,— — —, diagnostic clinic in New 
York, 400 

—, —, fresh-air treatment, 489 

—,—, prevention of streptococcal in- 
fections with benzathene penicillin, 


52 

—, skeletal calcification and bone 
development in, effect of fluorides in 
drinking-water on, 70 

—, temporary generalized oedema of 
obscure origin in, 505 

—, tetracycline trials i in, 96 

—, thymus tumours in, 89 

—, tuberculous meningitis in, clinical 
course and treatment, 359 

—, young, dental structure and caries 
in London, 155 

—, —, diets of, 269 

—,—, fatal accidental poisoning in, 76 

—,—, recognition of tuberculosis in, 

Chloramphenicol in early syphilis, 29 

— — infantile diarrhoea due to Bact. 
colt O-111, 316 

— — patients with and without liver 
disease, metabolic and histological 
studies, 96 

— — scrub typhus, 108 

— — typhoid, 355 

— — whooping-cough, 1 
—, intramuscular, in ote treat- 
ment of venereal disease, 449 

— palmitate in 100 

— resistance of Salmonella, 256 

— sensitivity of Proteus, 434 

Chlorohydrocortisone, life-maintaining 
action in adrenalectomized rats, 396 

Chloroquine in chronic discoid lupus 
erythematosus and light eruptions, 
150 

—, single oral dose, in acute malaria, 
195 

Chlorpromazine, effect on anxiety state 
in insulin-induced hypoglycaemia,148 

—,—-— behaviour of chronically 
overactive psychotics, 148 

—, — — circulation, 93 

diencephalic sympathetic 
activity and on release of cortico- 
trophin, 437 

—, hypothalamic, medullary, and 
reflex vasomotor responses inhibited 

437 

— hypothermia in treatment of new- 
born, 154 

— in anaesthesia, 77 

— — psychiatry, disturbances and 
complications, 498 

— — psychoneuroses, 61 

— treatment, toxic liver damage after, 


498 
Chlorsulphonic acid fumes, toxic effects 
on animals, 76 
Chlortetracycline, see Aureomycin 
Cholangiography, intravenous, 334 
—, operative, 246 
Cholangitis, recurrent pyogenic, 201 
Cholecystography and 
graphy, intravenous, “ biligrafin 
contrast medium in, 245 


Cholecystography with simultaneous 
in biliary dys- 
kinesia, 

Cholera in ‘Guedec i in 1849, 84* 

—, renal changes in, 9 

Cholesterol, free and total, in serum, 
rapid estimation, 429 

—-fed rabbits, relation of experi- 
mental hypertension to atheroma in, 


337 

— — — with hypertension, visceral and 
plasma changes in, 337 

Cholesterolosis of gall-bladder, 432 

Cholinesterase activity in serum, 
normal, and in liver disease, 171 

Chorea, Huntington’s,in Northampton- 
shire, 227 
—, prolonged interrupted sleep therapy 
in, 402 

Christmas disease, new cases, 286 

Chronaxie determination of excitable 
tissue in diagnosis and prognosis of 
lower motor neurone disease, 401 

alkaloids in angina pectoris, 
461 

Cinchophen derivative in gout, 112 

Cinedensigraphy in diagnosis of lung 
carcinoma, 332 

Circulation, collateral, in thrombosis of 
internal carotid artery, 228 

—,—, to surface of heart, artificial 
production, 119 

—, effect of chlorpromazine on, 93 

—,—— partial occlusion of pul- 
monary artery on, 36 

—, French controversy during 1671-90, 
336 
—, peripheral collateral, 
cerebral arteries, 142 

— time in thyrotoxicosis measured by 
fluorescein, 46 

—, venous collateral, of lung, anato- 
mical study, 390 

Cirrhosis, see Liver 

Citrovorum factor in megaloblastic 
anaemia, 469 

gas poisoning, accidental, in 

England and Wales, 160 

Coal-miners, emotional aspects. of 
respiratory disorders in, 238 

Cobalt industry, pneumoconiosis in, 
320 

—, radioactive, beam unit with source— 
skin distance of 20 cm., 422* 

—,—,endobronchia application in 
bronchial carcinoma, 421 

—, —, in glioblastoma multiforme, 495 

boxylase in delirium tremens, 230 

Coccidioides in pulmonary tuber- 
culoma, 344 

Coccidioidomycosis, pulmonary, radio- 
logical aspects, 333 

— and tuberculosis, coexistence in lung, 


between 


22 

Cochlea, excitation of nerve impulses 
in, 43 

Codeine and pethidine, analgesic 


potency compared, 350 

Coeliac disease, radiological diagnosis, 
246 

Colchicum in gout, historical survey, 
165 

Cold, see Hypothermia 

—, common, see Common cold 

Colitis, regional, pathology, 343 

_, ulcerative, allergic aspects, 202 

—,—, chronic, immediate effects and 
end-results of ileostomy in, 460 

—,—, corticotrophin treatment, 34 
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Colitis, ulcerative, cortisone treatment, 


—, —, erythema nodosum in, 374 
—,—, gangrenous pyoderma in, 500 
—, —, idiopathic, radiological study of 
_ ileostomy i in, 34 
, liver in, 254 
Collagen disease, 
treatment, 224 
Colles, Abraham, and his contem- 
poraries, 515 
Colon carcinoma involving stomach, 
radiological appearance, 514 
“second look” procedure for 
regional lymph-node metastases, 198 
, diabetic, response to various 
insulin dosages, 398 
— in hypopituitarism, 45 
Common cold prevention in office 
workers, hexylresorcinol as air dis- 
infectant for, 235 
Compound 14045, pharmacology, 94*- 
“Convulsion dependence” in _psy- 
choses, 498 
Convulsions during corticotrophin and 
cortisone treatment, 221 
Copper content of plasma in rheu- 
matoid disease, 338 
—, radioactive, absorption and excre- 
tion in Wilson’s disease, 402 
Cor pulmonale, chronic, premonitory 
syndrome, 117 
— — in infants simulating congenital 
heart disease, 507* 
Cornea dystrophy, granulomatous, 
genealogical study, 234 
Coronary artery disease, internal mam- 
mary artery implant in, 377 
— — —, lipoprotein, ageing and, 377 
— — —, peripheral arteritis in, 383 
—-—-—, psychosomatic study of 
young men with,»497 


diffuse, corticoid 


_—-—-—, relation of physical activity 


and occupation to, 377 

———,— to scapulo-humeral peri- 
arthritis, 119 

— circulation changes precipitated by 
aortic coronary sinus anastomosis, 
physiological explanation, 119* 

Corti, organ of, electromechanical pro- 
perties, 43 

Corticoid antagonism, alleged, clinical 
investigation, 298 

Corticotrophin, antagonistic effect on 
anticoagulant activity of ethyl bis- 
coumacetate, 258 

— assay in human blood, 133 

—and cortical steroids, effects of 
simultaneous administration on 
adrenal weight and cholesterol con- 
centration, 482 
—, effect on adrenal cortex in man, 397 

—,—-— adrenals in nephrotic syn- 
drome and rheumatic fever, 136 

—,— — antistreptolysin-O titre and 

-globulin concentration in 

rheumatic fever, 138 

—, — — ascorbic-acid levels of blood 
urine, 136 

— gel in adrenocortical function test, 
220 

—-—-—nephrosis in children, con- 
tinuous treatment, 477 

— in asthma, I11, 453 

— — blood dyscrasias, 285 

—-—chronic hepatitis and cirrhosis, 
273 

— — delirium tremens, 147 

— — disseminated sclerosis, 54 


| 
| 
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Corticotrophin in idiopathic thrombo- 
cytopenic purpura, 127 

— — lipoid nephrosis, 131 

— — pellagra, 31 

— — pulmonary emphysema, 111 

—w—rheumatic fever in children, 
comparison with salicylates, 488 

— — rheumatoid arthritis, suppressive 
v. analgesic treatment, 491 

——serofibrinous tuberculous 
pleurisy, 188 

— — skin disorders, 499 

— — ulcerative colitis, 34 

— release, action of chlorpromazine on, 
437 

—— during intravenous injection of 
p-aminosalicylic acid in pulmonary 
tuberculosis, 439 

— treatment, convulsive seizures 

_ during, 221 

——, prolonged, after mitral valvo- 
tomy to prevent rheumatic relapse, 


39 

— with salicylates in rheumatic car- 
ditis, 488 

Cortisone, antagonist effect on anti- 
coagulant activity of ethyl biscoum- 
acetate, 258 

— and calcium balance, 49 

—, choleretic action, 273 

— concentration in synovial fluid and 
cells after intra-articular injection, 17 

—, effect on adrenal cortex in man, 
397 

—,— — antistreptolysin-O titre and 
gamma-globulin concentration in 
rheumatic fever, 138 

—, — — ascorbic- ‘acid levels in blood 
and urine, 136 

—,—-— calcium metabolism in sar- 
coidosis with hypercalcaemia, 183 

—, — — endotoxin response in mature 
rabbits, 396 

_—-— ‘lethal action of endotoxins in 
mice, 397 

—,—-—urinary excretion of hista- 
mine in asthma and hay-fever, 453 

— in Addison’s disease with pulmonary 
tuberculosis, 362 

— — Bell’s palsy, 408 

— — blood dyscrasias, 285 

— — bronchial asthma, 111 : 

—— — —, deaths during, 197 

—-—chronic hepatitis and cirrhosis, 
273 

— — diffuse collagen disease, 224 

— — disseminated sclerosis, 54 

— — lipoid nephrosis, 131 

— — pulmonary emphysema, 111 

tuberculosis, 23 

—-—resistant stages of 
and lymphoblastic diseases, 8 

— — rheumatic fever in children, 300 

comparison with 

salicylates, 488. 

—-—rheumatoid arthritis, suppres- 
sive v. analgesic treatment, 491 

— — sarcoidosis, 357 

— — skin disorders, 499 

— — subacute thyroiditis, 134 

— — syphilitic optic atrophy, 29 

— — ulcerative colitis, 34 

— — Waterhouse-Friderichsen syn- 
drome, 183 

inhibition’ of acute x-irradiation 
damage, 512 

— modification of glucose tolerance 
test in ction of diabetes mel- 

Titus, 3 


Cortisone, oral, in bronchial asthma, 
long-term treatment, 197, 453 

—, peripheral vascular response in 
rheumatoid arthritis, scleroderma, 
and related conditions, 487 

—, prolonged, in asthma, 111, 453 
>) hronic skin diseases, 62 

—, topical, in syphilitic interstitial 
keratitis, 367 

— treatment, 
during, 221 

— with salicylates in rheumatic car- 
ditis, 488 

Corynebacterium diphtheriae, nature of 
antigens in cell wall of, 15 

Cough reflex, depression by pento- 
and opium derivatives, 
181 

— suppressant, “ bécantex ”’, pharma- 
cology and toxicology, 181 

——, effect on experimental and 
pathological cough, 260 

Coumarin anticoagulants, haemorrhage 
during treatment with, 127 

Coxsackie virus infection, familial 
occurrence, 20 

— — isolated from cerebrospinal fluid 
in aseptic meningitis, 263 

Cranium, see Skull 

Cretinism, multiple, in one family, 234* 

—., skin characteristics in, 411 

Crohn’s disease, see Colitis, regional 

Cross-infection, Staphylococcus pyo- 
genes, 157* 

Cruciferae pollen allergy, 197 

** Cumertilin ’’, see ‘‘ Mercumatilin ”’ 

Cupric chloride crystallization in tuber- 
culous meningitis, effect of cerebro- 
spinal fluid on, 1 

Cushing’s syndrome, subtotal adrenal- 
ectomy in, 293, 297, 480 

Cyanacetic acid hydrazide, effect on 
Myco. tuberculosis in vitro, 352 

pulmonary tuberculosis, 

60 


—¢ 


convulsive seizures 


3 

Cyanocobalamin in diabetic neuro- 
pathy, 50 

— levels in serum, diabetic retino- 
pathy and, 484 

— — — — in megaloblastic anaemias, 


pernicious anaemia, 469 

— — — —, microbiological estimation, 
251 
—, radioactive, absorption after total 
gastrectomy, relation to macrocytic 
anaemia and site of origin of Castle’s 
intrinsic factor, 126 

— supplementation of diets, effect on 
growth of school-children, 31 

Cyanosis, central, diagnostic value of 
carbon dioxide content of blood in, 35 

— from absorption of marking-ink in 
newborn infants, 67* 

“ Cyclethrin ” toxicity, acute and sub- 
acute, 159 

Cyclobutane, 
420* 

Cyst, colloid, of third ventricle, mucus- 
secreting cells i in, 174 

after antigen injection, 


anaesthetic properties, 


of lung, surgical treatment, 
392 


“ Daprisal ’’, an 
“ Daraprim ”’, see 


ic 94 
thamine 


523 


“ Darstine ”, effect on insulin-induced 
— secretion in duodenal ulcer, 
43 

Deafness due to maternal rubella, 
epidemiology, 509 

—,vitamin-A treatment, 
hearing mechanism, 476 

Death rates from various causes, rela- 
tion of smoking habits to, 70 

Degeneration, spino-cerebellar, affect- 
ing posterior columns and nerve 
roots, 494 

ium tremens, cocarboxylase in, 
230 

— —, corticotrophin treatment, 147 

Dementia paralytica, penicillin in, 29 

Demoniacal possession, epidemics in 
17th century, 516* 

Depression, electrical treatment, prog- 
nosis, 309 

Dermatitis, atrophic papulo-squamous, 


effect on 


311 

—, exfoliative, corticotrophin and cor- 
tisone treatment, 499 

— herpetiformis, aetiology, 411 

Dermatology, 62-5, 14951, 231, 311- 
12, 411-13, 499-501. also Skin 

Dermatosis, allergic, Sopleal hydro- 
cortisone and hydrocortisone—neo- 
mycin ointments in, 412 

—, erythromycin treatment, 312 

—, hydrocortisone ointment or lotion 
in, 150 

—, needle biopsy of liver in, interpreta- 
tion and importance, 312 

—, prolonged cortisone treatment, 62 

Detergents in isolation of Myco. tuber- 
culosis from sputum, 255 

Deuteron irradiation of rat’s pituitary, 
241 

Dextran, hyperoncotic infusions, effect 
on nephrotic syndrome in children, 
394 

—-iron complex, injection in iron- 
deficiency anaemia, 258 

Diabetes, English (1674-1877), 84* 

— insipidus with sex-linked inheritance 
and unresponsiveness to antidiuretic 
hormone, 508 

— mellitus, see also Insulin 

— acidosis, adrenal cortex and 
physiopathology of, 87 

— —, bone disorders in, 486 

— —, cataract and, 223* 

—-—coma, response to varying 
dosages of insulin, 398 

— —, degenerative complications, pre- 
vention by dietary control, 50 

— — diagnosis, significance "of hyper- 
glycaemia without glycosuria in, 486 

— —, diminished capacity of cell to 
utilize glucose in, 222 

— —, diurnal rhythm in, harmoniously 
timed insulin treatment and, 222 

— —, femoral neuropathy in, 397 

— —, hexosephosphoric esters in treat- 
ment, 486* 

— — in children, dietary fructose in, 50 

—— — pregnancy, foetal mortality, 
221 

— —— tuberculosis, decrease in carbo- 
hydrate tolerance during isoniazid 
treatment, 362 

induction by specific antibodies, 
485 

— —, insulin aerosols i in, 222 

——,— treated, paradoxical hyper- 
glycaemia i in, 137 

— —, — zinc suspension in, 51 


524 


Diabetes mellitus, long-s , inci- 


tanding 
dence of vascular disorders in, 51 
— —, Mauriac’s syndrome in, 223 ‘ 
neuropathy in, cyanocobalamin 
treatment, 50, 484 
—— prediction by modified glucose 
tolerance test with cortisone, 398 


vascular changes in, 298, 


—-—, serum level of protein-bound 
carbohydrates in, relation to dura- 
tion and to vascular complications, 51 

—-—,-— phosphorus and potassium 
estimation during glucose tolerance 
test in diagnosis, 3 

Diallyl-diethyl-aminoethylphenol 
dihydrochloride in amoebiasis, 30 

Dialysis, ery peritoneal, sim- 
plified method, 4 


Diamidines in 1. of trypano- 


— — epilepsy, 304 

Diarrhoea diagnosis, disadvantages of 
rectal swab in, 176 

—, infantile, due to Bact. coli O-111, 
chloramphenicol and neomycin in 
prevention and treatment, 316 

—,—, fatal, due to Bact. coli O-111, 
Bs, Shwartzman phenomenon in, 
254 

Dibenzazepine derivative, “ ilidar ”, in 
peripheral vascular disease, 123 

“ Dibenzyline ”, hypotension induced 
by, effect on cerebral blood flow, 381 

— in peripheral vascular disease, 123 

Dichloroethylene poisoning, 158 

“ Dieldrin ” in malaria control, ae 

Diet, high- protein, in old age, 2 

—, hospital, in 18th-century England, 


— of pre-school children, 269 
Diethazine in anaesthesia, 77 
Diethylaminoethyl benzilate metho- 
bromide, see “‘ Paragone ’ 
B-Diethylaminoethyldiphenylpr opyl- 
acetate, effect on action of barbi- 
- turates and central depressants, 438 
Dilatol ’’, vasodilatory activity, 259 
“ Dimedrol ” in schizophrenia, 410 
Dipaxin ”’, prothrombopenic action, 
clinical trials, 348 
for motion sickness, 


2- ie 3-indandione, 
action, clinical 
trials, 348 

Di phenylamine _ in diagnosis of 


leukaemia, 4 

Diphtheria, vari- 
dase ”’ treatment, 356 

Disinfectants, virucidal action, 438 

Disinfection of hospital blankets with 
ay ammonium compounds, 
31 

— — skin with soap containing tetra- 
methylthiuram disulphide, 349 

Disulfiram treatment chronic alco- 
holism, cardiac effects, 147 

Di-(terbutyl)- naphthalene sodium sul- 


Diuresis with mercurial rectal suppo- 

sitory, 348 
age, continuous postural, in 

treatment of respiratory diseases, 289 

“ Dromoran ” ication before 
general anaest » 419, 511 

kenness, see Alcoholism 

Ductus arteriosus, patent, aetiology, 
206 

——,—, postoperative electrocardio- 
graphic changes, 463 

— —, —, with reversal of flow, 278 

“ Dumping syndrome ” relation to 
cardiovascular and ’blood-volume 
changes due to intrajejunal admini- 
stration of hypertonic solutions after 
gastrectomy, 456 

Duodenal acidity and motility, rela- 
tion of ulcer pain to, 113 

— ulcer, see Ulcer 

Dyestuffs industry, occupational blad- 
der tumours in, 73 

Dynamite and nitroglycerin production, 
anginal attacks in workers in, 74* 

Dynamometer, recording, for measuring 
maximum grip, 302 

Dysentery in young children, nitrogen 

ce and, 444 

—, persistent diarrhoea and recurrent 

abdominal pain after recovery from, 


460 

Dyshidrosis, vesicular eruptions of 
hands and feet due to, clinical and 
therapeutic analysis, 150 

Dyspnoea in heart disease, aetiology, 
274 

Dystrophia myotonica, see Muscle dys- 
trophy 


Ecthyma, erythromycin ointment 
treatment 312 

Eczema, cation-exchange resin therapy, 
231 

—, corticotrophin and cortisone treat- 
ment, 499 

— due to rubber gloves, 238 

—, haematogenous contact, 63 

— of eyelids, differentiation and treat- 
ment, 411 

“‘Edathamil’’, see Ethylenediamine- 
tetraacetic acid 

Effusion in malignant and _  non- 
malignant disease, histocytological 
study, 431 

—, pleural, radioactive chromic phos- 
phate in, 331 

—, serous i leural, manage- 
ment in young adults, 128 

—, —, tumour cells in, 10 

—, tuberculous pleural, prolonged bed- 
rest in, 265 

“ Efocaine ’’, effect on postoperative 
respiratory movements, 77 

Electric convulsion therapy, succinyl- 
choline chloride in, 410* 

Electrocardiogram changes in two 
sequential anterior myocardial in- 
farctions, 115 

—, “isolated ’’ T-wave negativity in 
ischaemic phase of my ial in- 
farction, 461 

—, P wave, in diagnosis of heart 
disease, 35 

—, postoperative changes in congenital 
heart disease, 462 

—, postprandial T-wave inversion, mis- 
interpretation, 462 
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trocardiogram, simplified three- 

lead, 461 

Electrocortin, presence in urine, 298 

Electroencephalogram changes, cine- 

study, 403 

_-, depression of voltage in, 
clinical evaluation, 304 

— in essential hypertension and chronic 
cerebrovascular disease, 403 

— — measles encephalitis, 55 


_——— pulmonary tuberculosis, effect of 


isoniazid on, 187 
disturbances in reactive 
states, 4 
_, theta rhythm in, 403 
—,Tresponse to auditory stimuli and 
__ barbiturates, 493 
——  —— in temporal region in 
epilepsy, 492 
—, — — photic stimuli in children, 493 
_ with photic stimulation of children 
with manifest or suspected epilepsy, 


496 

Electrolyte depletion 
stenosis, 372 

— and fluid exchange in patients with 
burns, 32 

Electromyography in aphasia, 493 

—-— intervertebral disk protrusion, 141 

Electrophoresis in diagnosis of ascites, 
251 : 

— — rheumatic fever, 224 

Electrophysiology in psychasthenia and 
hysteria, 497 

Embolism, fat, in acute haemorrhagic 
pancreatitis, 343 

Embryology, Leonardo da Vinci’s work 
on, 166 

Emotion in pulmonary tuberculosis, 
effect of isoniazid on, 187 

Emphysema, antrenyl”’ treatment, 
bronchodilator effect, 180 

—, chronic, ‘‘ diamox " treatment, 475 

—— , diaphragmatic breathing train- 
ing in, 289 

_, corticotrophin, cortisone, and 
hydrocortisone treatment compared, 
III 

—, pneumoperitoneum and lung func- 
tion in, 288 

—, respiratory acidosis in, 288 

—,— response to carbon dioxide in, 
216 

—, unilobar obstructive, of newborn, 
non-surgical treatment, 314 

of ventilatory function 
in, 3 

Enciphalts during influenza epidemic, 
5 

—, febrile, in 263 

—'in childhood, 56 
—, measles, electroencephalographic 
study, 55 

Encephalography in location of cerebral 
tumours, 162 

Encephalomyelitis associated with 
poliomyelitis virus, 353 

Encephalopathy, chronic Wernicke’s, 
in infants, 155 
—, portal systemic, 200 

Endocarditis, acute, in infants and 
young children, 507 
—, septic, of tricuspid valve due to 
septic endarteritis of arterio-venous 
_aneuryam, 279 

, subacute bacterial, indications for 

~ splenectomy in, 

—, — —, penicillin and 
treatment, 280 


in pyloric 


streptomycin 
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Endocarditis, subacute enterococcal, 
antibiotic treatment, 116 

Endocrinology, 45-51, 133-7, 220-3, 
293-9, 395-8, 480-6 

Endomyocardial fibrosis in Africa, 
diagnosis, distribution, and nature, 35 

Endophlebitis hepatica obliterans 
resulting in juvenile cirrhosis of 
liver, 194 

Endotoxins, lethal action in mice, 
effect of cortisone and antibiotics on, 

in mature rabbits, effect of 
cortisone on, 396 

Entamoeba histolytica cultures, growth- 
maintaining properties of carbo- 
mycin for, 346* 


_-——, cytochemical study, 176 


—-—, ’ effects on virulence of growth in 
vitro with selected microbial asso- 
ciates, 346 

Enteritis, regional, allergic aspects, 202 

Enterocolitis, acute haemorrhagic, in 
chronic illnesses, 374 

Enzyme, proteolytic, determination in 
duodenal contents in pancreatic 
function tests, 170 

—,—,in aerosol treatment, sputum 
cytology in, 287 

Eosinopenia induced by. stress in 
adrenalectomized dogs, 297 

Epilepsy, biochemical lesion in cerebral 
cortex in, 496* 

—, brief psychomotor seizures in, 
differential diagnosis, 228 

— classification with reference to 
psychomotor seizures, 407 

—, detoxicating function of liver in, 59 

—, “‘diamox ” treatment, 304 

—, effect of phenylboric acid in, 93 

—, electroencephalographic response to 
auditory stimuli in temporal region 
in, 492 

foci, disappearance and migration 
in childhood, 406 

— - children, behaviour disorders and, 


5 

—, isolated fear as aura in, 57 

_, — glutamate treatment, 
4 
—, manifest or suspect, in children, 
electroencephalogram with photic 
_ Stimulation i in, 496 

“masked , 408 
—'and migraine, possible relationship, 


305 

—, petit mal, “‘ milontin” treatment, 
144 

—, photogenic 
attacks, 305 

—, primidone treatment, 58, 143 

—, psychological effects of hemi- 
spherectomy in, 407 

—, psychomotor, in children, 144 

—, renal excretion and concentration 
of water in, 59 

—, “ rotational ”’, 58 

—, sleep terrors in, 58 

—, temporal lobe, localization of dis- 
charge in, 407 

_>—-—— , pathological findings, 430 

Epistaxis, combined ligation of external 
carotid and anterior ethmoidal 
arteries in, 218 

Epithelioma, benign calcifying, of skin, 
500 

— cuniculatum, case reports, 4 
—, morphoea-like, clinical histo- 

logical study, 65 


self-precipitated 


Epithelioma of buccal mucosa, radio- 
therapy, 330 

Epithelium, bronchiolar, atypical pro- 
liferation, 7 


Erythema nodosum in ulcerative colitis, 


374 

Erythroblastosis foetalis, exchange 
transfusion in, analysis of results, 314 

—-—-, incidence of central nervous 
system damage after, 314 

Erythrocyte count, effect of exposure 
to manganese oxide dust on, 320 

—, life span in chronic leukaemia, 

. measurement with radioactive- 
carbon-labelled glycine, 472 

—, polyagglutinability of, 88 

— preservation for blood-grouping 
tests, 385 

— sedimentation rate in first quarter- 
hour in rheumatic fever, 489 

— — — — rheumatoid arthritis, cor- 
relation with gold therapy complica- 
tions, 491 

— — — — syphilis, relation to Kahn 
and Wassermann tests, 29 

— — —, rouleaux formation intensity 
of plasma and, 5 

— survival in patients with abnormal 
haemoglobin, radioactive sodium 
chromate study, 470 

Erythromycin alone and with penicillin 
and oxytetracycline, action on Staph. 
aureus, 440 

— in acne vulgaris, 151 

— — dermatoses, 312 

— — female gonorrhoea, 107 

— — non-specific urethritis, 190 

— = respiratory infections in children, 
I 

Erythropoiesis, hormonal factors in- 
fluencing, 124 

Ethaverine in angina pectoris, 203 

Ethyl biscoumacetate action, antago- 
— effect of oral vitamin Ky, on, 
34 

— —, anticoagulant activity, antago- 
nistic effect of corticotrophin and 
cortisone on, 258 

Ethylenediaminetetraacetic acid in 
lead poisoning, 418 

— — — plutonium poisoning, 239 

—  — with lead as water-soluble con- 
trast medium, 247 

Ethylene oxide gas, virucidal action, 


438 

Exercise, effect on blood flow in muscle, 
467 

—, progressive resistance, advances in 
technique, 303 

Exophthalmos, relation to adreno- 
cortical function, 50* 

Eye lesions in relation to Onchocerca 
volvulus distribution in skin, 194 

Eyelid eczema, differentiation and 
treatment, 411 


Face carcinoma, radioresistant, chemo- 
surgical technique for excision, 512 
Besoth, occult blood in, evaluation of 
tests for, 4 

Fallot’s acyanotic, 275 

— — in adults, 375 

Fanconi syndrome and clinical variants, 
131* 

Fat emulsion, intravenous, effect on 

metabolism in normal subjects 
surgical patients, 370 
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Fat emulsion, parenteral administra- 
tion, effect on amino-acid utilization, 


370 

Favus of scalp with unusual epidemio- 
logical features, 501* 

Fear as an aura in epilepsy, 57 

Felspar dusts, toxicity, 322 

Fenestration and experimental nystag- 
mus, 130* 

Ferric sodium versenate, absorption 
and utilization in hypochromic 
anaemia, 436 

Fibrillation, see Arrhythmia 

Fibrin exudates, localizing action, 85 

Fibrinolysis, abnormal, in plasma, diag- 
nosis and treatment, 470 

Fibroelastosis, endocardial, in heart 
disease of obscure aetiology, 203 

Fibroplasia, retrolental, aetiology, 502 

—, —, carbon dioxide prophylaxis, 313 

—,—, effect of oxygen on developing 
retinal vessels and relation to, 66, 67 

—, —, incidence and severity in rela- 
tion to possible causative factors, 313 

—,—, oxygen studies in, enpertnental 
and clinical, 313 

— therapy i in, 232 

—,—, ” pathological basis, 66 

—,—, prematurity and, 502 

—, —, spontaneous regression, 66 

Fibrosarcoma after injection of peni- 
cillin in oil, 95 

Fibrosis, endomyocardial, in Africa, 
we distribution, and nature, 


Fitna, photographic, auto-images of 
tissues and organs on, 249 

Fistula, biliary, osteoporosis with, 202 

Flea infestation in art, 165 

Fluid compartments, volume in hyper- . 
tension, 209 

Fluoride in drinking water, effect on 
skeletal calcification and bone 
development in children, 70 

— — — —, medical aspects, 416 

Fluorine content. of water supplies in 
U.S.S.R. as factor “ incidence of 
fluorosis and caries, 7 

Fluorography in early Secnaite of lung 
carcinoma, 475 

Foetor hepaticus, methyl mercaptan in 
relation to, 373 

Fog due to chlorsulphonic acid-sulphur 
sain mixtures, effects on animals, 


Folic acid activity of blood in megalo- 
blastic anaemias, 212 

Food poisoning outbreak due _ to 
Salmonella typhi-murium, duration of 
infection, 417 


Fore , eosinophilic granuloma of 
of, 291 

Forensic medicine, 75-6, 160, 240, 
323-5 


Fructose, effect on plasma levels of 
adrenaline and noradrenaline, 136 
— in diets of children with diabetes 

mellitus, 50 
Fumagillin i in amoebiasis, 30, 109, 368 
in general practice, 501 


Galactosaemia, 154 

—, amino-aciduria in, 

Gall-bladder, see Cholecystitis; 
Cholangiography 
—, cholesterolosis of, 432 

Gamma globulin, see Globulin 
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Gangrene, trypsin for removal of 
necrotic tissue in, 231 

Gar, ae genetic study, 317 

tology and histochemistry, 253 

Gastrectomy, cardiovascular and blood- 
volume changes following intra- 
jejunal administration of hypertonic 
solutions after, relation to “‘ dump- 
ing syndrome ”’, 456 

—, partial, in peptic ulcer, 
follow-up study, 372 

—, total, absorption of radioactive 
vitamin Bj after, relation to macro- 
cytic anaemia and site of origin of 
Castle’s intrinsic factor, 126 

—,—, for carcinoma, effect on mor- 
tality, morbidity, and curability, 457 

—,—, nutrition after, 371 

Gastric, see also Stomach 

— acidity and motility in controls and 
peptic ulcer patients, tobacco- 
smoking and, 456 

ee, relation of ulcer pain to, 
113 

— juice, influence on tissue meta- 
bolism, 270 

— secretion, dose-response curves for 
effect of histamine on, 179 

Gastroenteritis, infantile, in hospital, 
157 

—, —, ulceration in, 8 

Gastroenterology, 33-4, 113-14, 
202, 272-3, 371-4, 455-60 

Gastro-intestinal tract, changes induced 
by stimulation of central nervous 
system, 308 

Genetics, medical, 69, 234, 317, 508 

Geriatrics, see Old age 

Gilbert, William, of Colchester, 516 

_Gingivo- -stomatitis, infectious, and 
differential diagnosis, 


155 
Glioblastoma multiforme, surgery and 
radiotherapy with radioactive cobalt 
in, 495 
Glioma of temporal lobe, clinical 
features and symptoms, 406 
——w—and occipital lobes, visual 
disturbances with, 405 
Globulin, concentrated human anti- 
haemophilic, 127 
—, gamma, in cerebrospinal fluid, 170 
—,—, — infective hepatitis, 157 
—,-—, — measles prophylaxis, 236 
—,— ; — poliomyelitis prophylaxis, 236 
—, — — — in family contacts, 72 
Glomerulonephritis, see Nephritis, 
glomerular 


10-year 


Giants, effect on plasma levels of 
adrenaline and I 
— threshold, raised, 
Wilson syndrome, 3 pow 
— tolerance tests dates treatment 
with sedatives, 251 
, effect of previous diet on, 330 
serum phosphorus and potas- 
sium levels during, diagnostic aids 
in diabetic and non-diabetic subjects 
with and without liver disease, 3 
Glycogen s disease, clinical and 
enzymic studies in newborn, 415 
Glycyrrhizinic acid maintenance 
therapy after bilateral adrenalec- 
tamy, 297 
Goitre after p-aminosalicylic acid treat- 
ment, 295 
—, endemic, relation of thyrotoxicosis 
and thyroid carcinoma to, 395 
—, exophthalmic, see Graves’s disease 


Goitre, nodular, 
examination, 295 

Gold, colloidal radioactive, effects of 
injection into prostate, 243 

—,—-—, intravenous, distribution 
effects, 242 

—, — —, —, in liver tumours, 242 

—,—-—, rate of disappearance from 
circulation as indication of liver 
blood flow, 458 

— preparation of low toxicity in rheu- 
matoid arthritis, 140 

— sulphide, colloidal, in rheumatoid 
arthritis, 53 

— therapy of rheumatoid arthritis, 
correlation of complications with 
erythrocyte sedimentation rate, 491 

Gonococci, penicillin sensitivity, 107 

Gonorrhoea, acute, in males, oral tetra- 
cycline treatment, 107 

—, N:N’-dibenzylethylenediamine di- 
penicillin G in, 107 

—, epidemiology in British Columbia, 
364 

— in females, effect of erythromycin in, 
107 

—, oral icillin with and without 
probenicid in, 107* 

—, streptomycin treatment, 266 

—, tetracycline treatment, 266 

Gout, chronic, sodium salicylate and 
probenicid treatment, 270 

—,colchicum and related substances 
in, historical survey, 165 

—, effect of probenicid on blood and 
urinary levels of uric acid in, 32 

—,—-—-— and phenylbutazone on 
isotopic uric acid in, 225 

—, 3-hydroxy-2-phenyl-4 - cinchoninic 
acid treatment, 112 

—, phenylbutazone treatment, 53 

—,— —, metabolic effect, 490 

von Graefe, Albrecht, the man in his 
time 424* 

Granuloma, amoebic, 109 
—, eosinophilic, of frontal bone, 291 

lipoid, of lung, 128 

Graves’s disease, hyperophthalmo- 
pathic type, pituitary and orbital 
radiotherapy, 421 

Growth of children, effect of dietary 
supplements of cyanocobalamin on, 
31 


autoradiographic 


Haemangioma of skin in infants and 
children, x-ray and radium therapy, 


335° 
Haematology, 41-2, 124-7, 211-14, 


285-6, 384-9, 469-73 
Haematopoiesis regulation, 
land and, 220* 
aematopoietin 
341 
Haematuria, congenital hereditary, 317 
Haemoglobin, abnormal, radioactive 
sodium chromate study of erythro- 
cyte survival in, 470 
— C disease, homozygous, 285, 386 
——-thalassaemia disease, a new 
drome, 386, 387 
, hereditary abnormality of human 
haemoglobin, 252 
— level, effect of exposure to man- 
ganese oxide dust on, 320 
—  —in polycythaemia vera, effect of 
radioactive phosphorus treatment 
on, 384 


thyroid 


, origin and nature, 
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Haemoglobinuria, paroxysmal noe. 
turnal, leucocyte agglutination in, 6 

Haemolysis after blood transfusion, 
natural history and management, ail 

— as factor in production of anaemia 
in disseminated malignant neoplastic 
disease, 212 

Haemolytic disease of newborn, ABO 
heterospecific pregnancies and, 125 

——-—-—due to ABO incompati- 
bility, normal and pathological 
variants, 212 

— — — —, role of tissue antigens in, 
42 

— —, non-spherocytic, hereditary, 125 

Haemopericardium and myocardial 
rupture associated with anti- 
coagulant therapy, 378 

Haemophilia, demonstration of con- 
ductors by determination of coagula- 
tion time, 471 

—-like disease, acquired, diagnosis, 
213 
—, relative incidence of deficiencies of 
antihaemophilic globulin, plasma 
thromboplastin component, and 
plasma thromboplastic antecedent 
in, 214 

— syndrome, and B-prothrombo- 
plastin deficiencies in, 471 

—, varieties of, 286 

Haemophilus influenzae sensitivity to 
antibiotics, 440 

— pertussis, protective antigen of, 15 

— —, type specificity, 434 

Haemoptysis in apparently inactive 
pulmonary tuberculosis, 185 

Haemorrhage, see also Epistaxis 

— during treatment with coumarin 
anticoagulants, 127 

—, gastro-duodenal, in old age, 199 

—, spontaneous cerebellar, 405 

—, subcutaneous, in liver disease, 127 
=, subendocardial, with brain lesions, 


342 

Haemorrhagic fever, epidemiology and 
prevention, 108, 1 

von Haller, Albrecht, MS. concerning 
medical history, 166 

Hand grip, measurement by recording 
dynamometer, 302 

Hay-fever, serological detection of 
antibodies to pollen in serum of 
patients undergoing specific sensiti- 
zation, 369 

—, topical hydrocortisone alcohol treat- 
ment, 369 
—, urinary excretion of histamine in, 
effect of cortisone on, 453 

Head injury, acute, in boxers, 306* 

——, closed, -fluid 
changes after, 55 

Hearing, see also Deafness; Recruit- 
ment phenomenon 
—, conductive mechanism, and recruit- 
ment, 290 

—in chronically discharging ears, 
effects of various operations on, 393 

— preservation in streptomycin treat- 
ment of tuberculosis, 439 

Heart, see also Angiocardiography; 
Carditis; Electrocardiogram; Endo- 
carditis; Fallot’s tetralogy; Myo- 
cardial; Valvotomy 

— arrest during anaesthesia and sur- 
gery, 329 

— — — surgical operation, relation of 
hypercapnia to ventricular fibrilla- 
tion in, 279 


| 
| 
| | 
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Heart block, complete atrio-ventricular, 
dynamics of, angiocardiographic 
study, 120 

——, right ventricular, clinical study, 
120 

—changes in acute glomerular 
nephritis, 274 

—, congenital shunts, diagnosis by 
intravenous angiocardiography, 244 

— defect, atrial septal, closure, 2 

——,—-—,in children, indications 
for operative repair, 463 

——,—-—, modes of healing after 
375 
—,— —, repair under direct vision 

with hypothermia, 117 
——,—-—, surgical approach and 
diagnostic aspects, 275 
——,—-—, veno-arterial shunts in, 
75 

— ventricular septal, and acyanotic 
Fallot’s tetralogy, 275 

— depression by quinidine, treatment, 
278 

— disease, acyanotic congenital. pul- 
monary arterial pressure in, 278 

congenital, association of pul- 
monary tuberculosis with, 37 

— —, —, postoperative electrocardio- 
graphic changes, 462 

——,—, Single pulmonary stenosis in,36 

— diagnosis, P wave of electro- 
cardiogram in, 35 

——in myxoedema associated with 
acute psychosis, 134 

— —, mechanics of ventilation in, and 
cause of dyspnoea, 274 

— —, mitral valvular, over age of 50, 
118 

— — of obscure aetiology, endocardial 
fibroelastosis and, 203 

— — — Robert Burns, 167 

— —, valvular, renal haemodynamics 

_ in, 204 

_, effect of disulfiram treatment of 
chronic alcoholism on, 147 

—,——extract of Ornithogalum 
umbellatum on, 17 

— failure, congenital, right atrial pulse 
in, 206 

— —, congestive, blood-volume deter- 
mination in, 274 

— —, —, chloride excretion in, 206* 

——, —, mercaptomerin in, 117 

Africa, endomyocardial 
fibrosis as common cause of, 35 

— —, infection in, 117 

— —, red half-moons at base of finger 
nails in, 206 

— involvement in myasthenia gravis, 
402 

— -lung machine, factors contributing 
to success or failure, 115. 

— massage with aortic occlusion, 
experimental studies, 511 
—, mitral disease, experimental pro- 
duction and correction, 466* 

—,— —, pericardial grafts i in, 464 

—,— —, surgical correction, review 
of 1,000 cases, 465 

—,— insufficiency, mobile polyvinyl 
sponge prosthesis in, 118 

apical ‘systolic murmur 
in, 3 

—,——, Aschoff bodies in left auri- 
cular appendages i in, 431 

—,—-—, biopsy of lung and atrial 
appendages in, correlation with 
results of cardiac catheterization, 205 


Heart, mitral stenosis, mechanical 
principles in surgery of, 38 é 

—,— —, natural history, 281 

—,-—-—, nature of pulmonary hyper- 
tension in, 205 

—,—-—, surgical treatment, indica- 
tions and contraindications, 280 

—,— valve annulus, calcification and 
relation to functional valvular dis- 
turbance, 205 

—, — valvular disease, associated with 
interatrial communication, 281 

—,—-— —, mechanism of signs and 
symptoms, 282 

— murmurs, evolution in early rheu- 
matic heart disease, 488 

— output, ventricular function and 
balance of, 274 

—, pulmonary stenosis, intracardiac 
left-to-right shunt in, 463 

—,—-—, isolated valvular, 
valvuloplasty in, 116 

—,— —, postoperative electrocardio- 
_ changes, 462 

—, pressure curves in right ven- 

 tricle and pulmonary artery in, 37 

_, —., ‘‘ pure ”’, surgical treatment, 
27 

—,——, results and technique of 
surgical 276 

—, — —, simple, in children, 276 

—, — —, with left- -to-right shunt, 277 

— revascularization by anastomosis 
aorta and sinus, 
37 

— — with intestinal loops, 378 

— sounds, splitting of first and second, 

— surface, artificial production of col- 
lateral circulation to, 119 

— surgery, ventricular fibrillation 
during, 466 

— ventricular function curves in acute 
cardiac tamponade, 36 

— weight and blood pressure in chronic 
hepatitis, 283 

Hemianopia, homonymous, 
seminated sclerosis, 54 

Hemiplegia in children, sensory dys- 
function and, 68 

—, puerperal, 304 

—, return of motor function in, 495 

Heparin, antithrombin activity, 5 

—in ,blood and_ tissues, estimation, 
3 

Hepatitis, chronic, blood pressure and 
heart weight in, 283 

—,-—,corticotrophin and _ cortisone 
treatment, 273 

—, cirrhosis after, 113 

—, early syphilitic, 367 

—, infective, apparently water-borne, 
72 

—, —, fatty infiltration of liver during 
convalescence from, 459 

—, —, gamma-globulin treatment, 157 

—,—,in pregnancy, mortality and 
iate results, 443 
—, neonatal, 233 

— virus, chick- -embryo-adapted, 
apparent failure to immunize against 
natural virus, 257 

Hepatolenticular degeneration, a 
tion and excretion of radioactive 
copper in, 402 

Hernia, diaphragmatic, detection by 
routine chest radiograph, 247* 

Herpangina and infectious gingivo- 
stomatitis, differential diagnosis, 155 


open 


in dis- 
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Herpes zoster affecting internal organs, 
501, 

Hexamethonium in 284 
—, subcutaneous, in hypertension, 
comparison with “ ansolysen ”’, 209 
Hexylresorcinol air disinfection to pre- 

vent colds in office workers, 235 
Hidradenoma, superficial, 89 
Hirschsprung’s disease due to mal- 

development of intramural ganglia, 

156 
Histamine aerosols, influence of 

thyroidectomy on sensitivity of 

guinea-pig to, 111 
— and analogues, effect on pancreatic . 

secretion, 457 
— antagonists in regional and spinal 

analgesia, 420 
— —, relation to activation of purified 

prothrombin, 5 

—, effect on acid gastric secretion, 

dose-response curves, 179 
—,—— small blood 

vessels of rabbits, 16 
—, urinary excretion in asthma and 

hay-fever, effect of cortisone on, 453 
Histoplasma in pulmonary tuber- 

culoma, 344 
Histoplasmosis, acute disseminated, in 

England, 98* 

History of medicine, 83-4, 165-8, 

248, 336, 423-4, 515-16 
Hodgkin’ s disease, actinomycin-C treat- 

ment, 388 
— , haemolysis and production of 

anaemia in, 212 


—, histochemical differential diag- 


nosis, 9 

— —, resistant stages, cortisone treat- 
ment, 81 

Hormone, follicle-stimulating, excre- 
tion in myxoedema before and during 
thyroxine treatment, 48 
—, growth, effect on carbohydrate 
metabolism, 45 

—, —, insulin action enhanced by, 480 

—,—-, ” metabolic effects in children, 45 

—, thyrotrophic, conditioned depres- 
sion of formation and secretion by 
anterior pituitary, 293 

—,—, extrathyroidal metabolic effects, 
220 

Hunter, John, note on, 424* 

Huntington’s chorea in Northampton- 
shire, 227 

Hyaline membrane, pulmonary, in new- 
born infants, histochemistry and its 
interpretation, 7 

eee in acute sprained ankle, 
22 

—-— inflammatory and degenerative 
joint disease, 225 

Hydrallazine in hypertension, 122 

comparison with low-sodium 

diet, 382 


— — —, effect on course of malignant 
stage, 121 

—with and without “ veriloid” in 
hypertension, 283 

— vapour inhalation, toxicity, 


510 


otitic, 306 

Hydrocortisone, action on cells in tissue 
culture, 48 

— alcohol, intranasal use, 290 

topical, in hay-fever, 369 

—_ , anti-inflammatory mechanism, 482 
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Hydrocortisone concentration in 
synovial fluid and cells after intra- 
articular injection, 17 

—and hydrocortisone—-neomycin 
ointments in allergic dermatoses, 
412 

— in bronchial asthma, 111 

— — pulmonary emphysema, 111 

— ointment or lotion in dermatoses, 
149, 150, 499* 

ad olonged, in asthma, 111 

Hydrogen peroxide in contrast medium 
in retrograde pyelography, 247 

— — vapour, 90%, inhalation toxicity 
to animals, 418 

Hydronephrosis, accessory blood 
vessels of kidney in, 164 

—, diagnosis by percutaneous renal 
puncture, 335 

Hydroxychloroquine, single oral dose, 
in acute malaria, 195 

17-Hydroxycorticosteroid excretion in 
pernicious anaemia, 126 

17-Hydroxycorticosterone in idiopathic 
thrombocytopenic purpura, 127 
17-Hydroxy-11-dehydrocorticosterone 
in idiopathic thrombocytopenic pur- 
ura, 127 

p-Hydroxyphenylacetic acid, urinary 
excretion in steatorrhoea and macro- 
cytic anaemia, 112 

3-Hydroxy-2-phenyl- -4-cinchoninic acid 
in gout, 112 

Hyperglycaemia, paradoxical, in 
insulin-treated diabetes, 137 

— without glycosuria, significance in 
early diagnosis of diabetes, 486 - 

Hyperglycaemic factor, pancreatic, 
metabolic effects, 137 

Hyperostosis in diabetes, 486 

Hyperparathyroidism and milk—alkali 
syndrome, differentiation, 481 

—, osteitis fibrosa, and renal disease, 
interrelation, 293 

—, renal disease in, 293 

Hypersplenism: splenectomy, corti- 
sone, and corticotrophin in, 285 

Hypertension, alseroxylon” treat- 
ment, 122 

—, “‘ ansolysen ” treatment, 209 

—, arterial, in nephritis in children, 
excess of vasopressor activity in 
plasma and, 292 

—,—, personality changes and physical 
disabilities in, 142 

—, arterioles in, microspectroscopic 
study, 250 
—, essential, electroencephalogram in, 
403 

—,—, malignant phase, 
adrenal surgery in, 40 

—,—,relation of sodium chloride 
_ intake to, 381 

experimental, effect of heparin on, 
> 50 


—,—, relation to cholesterol-induced 
atheroma in rabbits, 337 

—, hexamethonium treatment, 284 

—, hydrallazine treatment, see Hydral- 
lazine 


sympatho- 


— in experimental coarctation of aorta, 
physiological study, 121 
—, intracranial, of unknown aetiology, 
06 


3 
—., liver function and, 283 
—,methonium compounds, hydralla- 
zine, and reserpine in, 122 
—,natural history and medical 
management, 284 


ypertension of obese women, effect 
of weight reduction on blood pressure 
in, 121 

pathogenesis in nephrectomized 
dogs, 169 


—, portal, comparison of surgical 


treatments, 46 

—,—, liver function ‘after operations 
for, 33 
—, primary clinical and 
pathological features, 210 
—, pulmonary, nature in mitral 
stenosis, 205 

—, “ raudixin ” treatment, 209 

—, rauwolfia serpentina in, 382 

—, renal, vasomotor-nerve stimulation 
and mechanical obstructive factors 
in, 169 

—, in, medical treatment, 
381 
—, severe, treatment, 284* 
—, sleep therapy, 210 
subcutaneous hexamethonium and 

** ansolysen ”’ in, comparison, 209 

sympathectomy in, follow-up study, 
28 

of fluid compartments in, 
209 


' — with neurological involvement, pro- 


longed interrupted sleep therapy, 402 


-Hyperthyroidism, see Graves’s disease; 


hyrotoxicosis 
Hyperventilation, voluntary, arterial 
oxygen and carbon-dioxide tension 
during, 129 
“ Hyphex ”’, see Hydrallazine 
Hypoglycaemia, conditioned reflex, in 
mental disorders, prognostic signifi- 
cance, 409 
—, incidence in duodenal ulcer, 113 
—, insulin-induced, effect of chlor- 
promazine on anxiety state in, 148 
— of pancreatic origin, causes, 483 
Hypoparathyroidism, idiopathic, 395 
Hypopituitarism, coma and allied 
disturbances of consciousness in, 45 
—, functional, starvation state and, 133 
Hypoproteinaemia of obscure origin 
with chronic generalized oedema in 
children, 505 
Hypotension, cardiogenic, effect of 
“ aramine ” in, 17 
—, controlled, liver damage after, 329 
—_,— , pentolinium tartrate in, 328 
phenoxybenzamine- -induced, effect 
on cerebral blood flow, 381 
Hypothermia by chlorpromazine in 
treatment of newborn, 154 : 
— — magnesium and insulin injection, 
511 
— in repair of atrial septal defects, 117 
—, induction by intrapleural cooling, 
326 
—, physiological concepts and applica- 
tion to cardiac surgery, 327. 
—, — observations, 326 
—, of blood-stream cooling, 
32 
—_, vith autonomic block for poor-risk 
patients in thoracic surgery, 327 
Hypothyroidism, see also Myxoedema 
—, acquired, muscular changes in, 296 
— as inborn error of metabolism, 48 
—in children, radioactive iodine 
studies, 233, 294 
—, myopathy associated with, 481 
Hypoxia, see Oxygen deficiency 
gation, 497 
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““Tceland disease’’ simulating acute 
anterior poliomyelitis, 20 

Identification of victims of air disaster 
by blood-grouping, 323 

regional, twenty-year study, 


Seni! in chronic ulcerative colitis, 
immediate and end results, 460 

— — idiopathic ulcerative colitis, 
radiological study, 34 

“‘ Tlidar ” in peripheral vascular disease, 


123 

“ Tlotycin ”’, see Erythromycin 

“Imferon”’, injection in _ iron-de- 
ficiency anaemia, 258 

Immunization, combined, in early life, 
optimal procedure, 509 

Impetigo, erythromycin ointment 
treatment, 312 

Imprisonment, medical contraindica- 
tions to, 240 

Industrial medicine, 73-4, 158-9, 
238-9, 320-2, 416-18, 510 

Infants, acute endocarditis in, 507 

—., artificial feeding and energy require- 
ments of, 152 

—, breast feeding, see Breast feeding 

—, bromoderma vegetans in, 412 
—,chronic urinary obstruction in, 
x-ray diagnosis, 246 

—, disease resembling chronic Wer- 
nicke’ 's encephalopathy in, 155 
—, endemic gastroenteritis in, in 
hospital, 157 

— feeding, early and later introduc- 
tion of solids in, 66 

—, furred tongue in, 371 

—, gastroenteritis of, in hospital, 157 

—,— —, ulceration in, 8 

—, interstitial plasma-cell pneumonia 
in, 415 

—,— pneumonia due to Pneumocystis 
carinii in, 414 

— mortality, neonatal, influence of 
birth weight, sex, and plurality on, 
235 

—, newborn, anaemia in, after anterior 
placenta praevia, 414 

—, —, blood-sugar-level control in, 504 

—,—, chlorpromazine hypothermia 
treatment, 154 

—,—, effects of difficult labour on 
renal function and tissue breakdown 
in, 504 

—, —, — — hypoxia on respiration of, 
153 

—, —, full-term, effect of carbon di- 
oxide on respiration in, 153 

—,—, glycogen storage disease in, 
clinical and enzymic studies, 415 

haemolytic disease of, 

~ Haemolytic disease 

—, —, hepatitis in, 233 

—, —, interstitial pneumonia in, epi- 
demiological study, 315 

—,—, normal renal function in first 
two days of life, 503 

—,—, plasma bilirubin level in relation 
to birth weight, 313 . 

jaundice with con- 
genital myxoedema in, 505 

—, —, — obstructive jaundice i in, 233 

—,—, pulmonary hyaline membrane 
in, histochemistry and its interpreta- 


7 
—,—, resuscitation with “ air lock ”’, 
232 
—,—, snuffles in: 
logy, and natural history, 315 


frequency, aetio- 


“| 
| 


Infants, newborn, unilobar obstructive 
emphysema in, non-surgical treat- 
ment, 314 

—s weight increase on four differ- 
ent feeding regimens, 502 

—, non-specific oesophagitis in, 68 

_, "oral B.C.G. vaccination, 445 

—, premature, anaemia in, 503 

—, —, blood picture in, 232 

—,—, ’ interstitial pneumonia of, 156 

retrolental fibroplasia in, oxygen 
therapy and, 232, 313 

—, primary interstitial pancreatitis in, 
156 
—, purulent meningitis in, 316 

—, Salmonella meningitis in, 505 

—, tracheo-bronchography in, 
nique, 217 

Infarction, myocardial, see Myocardial 
infarction 

Infection, see also Cross-infection 

— as factor in heart failure, 117 

—, chronic respiratory, prolonged oxy- 
tetracycline treatment, 128 

—in hospital patients due to Proteus 
vulgaris, 12 

—, staphylococcal, in general practice, 
501 

—, —, of skin, nasal carriage in, 150 

Infectious diseases, 19-20, 98-100, 
183-4, 262-3, 353-7, 441-4 

Influenza A virus, chemical ‘disinfec- 
tion of air against, 433 

— epidemiology and prophylaxis in 
U.S.S.R., 262 

— immunization in Germany, 157 

——with polyvalent vaccines 
Moscow, 263 

— spread, pathways, 157 

—vaccine, prophylactic 
winter of 1952-3, 257 

— virus, release from infected cell, 14 

strain variations and cross- 
relationships in, 345 

— — type A’ and changes in antigenic 
structure in U.S.S.R., 262 

Insect antigens, positive skin reactions 
to, histological correlation with 
papular urticaria, 412 

Insecticide, ‘‘ cyclethrin ’’, toxicity, 159 

“ dieldrin ”’, in malaria control, 451 

Insulin action, enhancement “by 
pituitary growth hormone, 480 

— aerosols in diabetes, 222 

—, antigenic effects, 485 

—content of pancreas in animals, 
effect of a-methylstilbene on, 299 

— dosage, varying, response of dia- 
betic coma to, 39 
—, effect on blood levels of adrenaline 
and noradrenaline, 135 

—,—— nitrogen retention in hypo- 
physectomized rat, 49 

— injection, effect on serum inorganic 
phosphate in normal and diabetic 
subjects, 485, 

— and magnesium injection for induc- 
tion of hypothermia, 511 

—resistance after hypothalamic 
lesions and removal of adrenal 
medulla, 299 

--_— overdosage, thiouracil treat- 
ment, 137 

— responsiveness, six-minute test, 299 

— treatment, skin reactions to, 484 

— trials, design of, 223 

— zinc suspensions, assessment of, 223 

—, chemical, biological, and 
physiological background, 137* 


tech- 


in 


value in 


SUBJECT INDEX TO VOLUME 17 


Insulin zinc suspensions in diabetes 
mellitus, 51 

— — —, scientific basis and 
application, 485 

Intervertebral disk, see Spine 

Intestinal obstruction, acute, oral 
barium in, advantages and risks, 333 

es tuberculosis of, frequency, 


44 

Intubation, endotracheal, membranous 
laryngo-tracheitis after, 77 

Iodine, radioactive, in diagnosis and 
study of mechanism of hypothyroid- 
ism in children, 294 

—,—,— human serum albumin, in- 
jection for location of brain lesions, 
404 

—, —, — malignant melanoma, 242 

—,—, — recurrent thyrotoxicosis, 47 

—,—,— study of hypothyroidism in 
children, 233 

—, —, — thyroid diseases, use in diag- 
nosis and treatment, 294 

TIontophoresis, experimental, radio- 
active isotope study, 303 

Iproniazid and isoniazid in pulmonary 
tuberculosis, comparison, 23 

— treatment, psychiatric and neuro- 
logical side-effects, 146 

Iron absorption from gastro-intestinal 


tract, 32 
full-term 


—w—jin premature 
infants, 67* 

— chelate, absorption and utilization 
in hypochromic anaemia, 436 

— intake of children, 269 

—, intramuscular, in anaemia of preg- 
nancy, 285, 469 

—,—,-— iron-deficiency anaemia, 211 

— level in serum in liver diseases, 2 

Irradiation, see also X-irradiation 

—, haematological effects, 421 

—, ultrasonic, substitute for prefrontal 
leucotomy, 310 

Ischaemia, myocardial, during mitral 
valvotomy, 282 

Isoniazid and PAS in chronic pul- 
monary tuberculosis, a warning, 103 

—-—streptomycin in tuberculous 
meningitis, avoiding intrathecal in- 
jection, 264 

PAS in 
tuberculosis, 102 

—, effect on emotions and electro- 
encephalograms in tuberculosis, 187 

— in cutaneous tuberculosis, 63 

—w—early perambulatory treatment 
of pulmonary tuberculosis, 361 

miliary tuberculosis, comparison 
with 188 

— — psychoses, 61 

—— — pulmonary tuberculosis, adrenal 
cortical function during, 361 

— — — —, clinical and toxic effects, 
23 

— — — —, effect on x-ray picture of 
lungs, 187 

— — — —,, iproniazid compared with, 
23 

— — — — with diabetes, decrease of 
carbohydrate tolerance during, 362 

— — tuberculous meningitis, 359 

— metabolism related to occurrence of 
peripheral neuritis, 182 
—, prolonged, in pulmonary tuber- 
culosis, effect on course of disease, 
186 

—resistance of Myco. tuberculosis, 

{ changes after stopping treatment, 439 


and 


pulmonary 


529 


Isoniazid resistance of Myco. tubercu- 
losis, quantitative study of pattern 
of emergence of, 18 

, variability, 182 

— -resistant Myco. tuberculosis, viru- 
lence after recovery from pationts 
during treatment, 11 

— toxicity in high dosage, 187 

— —, neutralization, 182 

— treatment, morbid anatomy of tuber- 
culous lesions after, 175 

——, psychiatric and neurological 
side-effects, 146 

—--, schizophrenic-like psychotic re- 
actions in, 146 

— with streptomycin in renal tuber- 
culosis, 104 

— —  — tuberculous meningitis in 
infants, 189 

— —thiacetazone in tuberculosis, 
laboratory studies, 97 

Isotope dilution method for simul- 
taneous measurement of exchange- 
able sodium and potassium in man, 


31 
Italy, Bologna and Ravenna, Fmd 
cians and surgeons in time of 
336* 


Jamshedpur fever 263 

Jaundice after chlorpromazine treat- 
ment 498 

—, chronic idiopathic, with unidenti- 
fied pigment in liver cells, 201 

—, prolonged, with congenital myx- 
oedema in newborn, 505 ’ 

—, — obstructive, in infancy, 233 

Jejunum- motility in steatorrhoea, 
radiological study, 81 

Joint temperature, effect of periarti- 
cular infiltration of procaine on, 490 

Jute workers, degenerative changes in 
skin of, 238 


“K2” of Soviet origin in nervous 


diseases, 54 

Kala-azar outbreak in Kenya, epi- 
demiology, 451 

Kaolin dust, pneumoconiosis caused 
by, 320 

Kenya, kala-azar outbreak in, epi- 
demiology, 451 

Keratinization, sulphydryl groups and 
disulphide linkages in, 311 

Keratitis, syphilitic interstitial, topical 
cortisone treatment, 367 

Kerato-acanthoma, histology and treat- 
ment, 500 

17-Ketosteroids, excretion in myx- 
oedema before and during thyroxine 
treatment, 48 

—, neutral, fractionation from urine of 
male schizophrenics, 146 

Kidney, see also Nephritis, etc. 
—, accessory blood vessels in, in hydro- 
nephrosis, 164 
—, acute tubular necrosis of, with 
anaemia, 131* 
—, artificial, in barbiturate poisoning, 
experimental study, 325 

— biopsy in diabetes mellitus, 254 

— — — prone position, 44 

— changes in cholera, 9 

, chronic, osteosclerosis in, 


219 


Kidney disease, disturbances of plasma 
proteins in, 219 

— —, epidemic, in Norway, 44 

— —, hyperparathyroidism, and 
osteitis fibrosa, interrelation, 293 

— — in hyperparathyroidism, 293 

— —-; physiological mechanisms regu- 
lating rate of urine flow in, 132 

——, terminal, combined electrolyte 
treatment in, 132 

— failure after prolonged obstruction 
or infection of urinary tract, manage- 
ment, 479 

— —, uraemic pericarditis in, 132* 

— function, filtration and water excre- 
tion, differentiation by estimation of 
total urinary clearance, 340 

— — in first two days of life, effect of 
difficult labour on, 504 

— — —rachitic aciduria, 112 

recumbency and erect lor- 
dosis in normal tees and in 
orthostatic proteinuria, 2 

— —, normal, in first two , ah of life, 
503 

— necrosis, papillary, clinico-patho- 

logical study, 292 

—, necrotizing papillitis of, 

graphic changes in, 82 

rcutaneous puncture, in diagnosis 
hydronephrosis, 335 

— tuberculosis, see Tuberculosis, renal 

— vein thrombosis, nephrotic syn- 
drome associated with, 394 

—, water excretion and concentration 
in epilepsy, 59 

Kimmelstiel—Wilson syndrome, clinical 
features, 484 

— —, raised glucose threshold in, 397 

Kolmer complement-fixation test, 
calcium-saline solution in, 106 

— — —, effect of calcium ion on, 105 

Kveim reaction in sarcoidosis, 357 

Kwashiorkor, xerophthalmia in, 108 


pyelo- 


Labourers, manual, muscle spasm in, 
8 


15 

Labyrinth, endolymphatic, per- 
meability of membranous walls, 393 

— fluid, barrier between blood and, in 
artificially induced shock, 169 

Lactation, clinical and chemical studies, 
152, 502 

Laénnec, Guillaume-Frangois, and 
Montpellier, 84 

Largactil ’’, see Chlorpromazine 

Laryngitis, phlegmonous, chlortetra- 
cycline treatment, 476 

Laryngoscleroma, aureomycin treat- 
ment, 291 

Laryngo-tracheitis, membranous, after 
endotracheal intubation, 77 

Larynx carcinoma, direct irradiation, 
technique, 161 

— tuberculosis, frequency, 448 

L.E. cell phenomenon, blood coagula- 
tion and, 252 

Lead encephalopathy, acute, in chil- 
dren, calcium ethylenediaminetetra- 
acetate treatment, 240 

— in blood, polarographic determina- 
tion, 239 

— poisoning, effect of intravenous 
sodium thiosulphate on lead content 
of blood and urinary and faecal 
excretion of lead, 322 

— —, ethylenediaminetetraacetic acid 
treatment, 418 


Lead 
study, 315 
——-—-—, oral calcium ethylene- 
diaminetetraacetate treatment, 240 
—with ethylenediaminetetraacetic 
acid as contrast medium in radio- 
graphy, 514 
water-soluble contrast 


in children, follow-up 


247 

Leg ulcers, removal of necrotic tissue 
by trypsin, 231 

Leiner’s and Ritter’s diseases, relation- 
ship between, 413 

** Leprechaunism ”’, 414 

Leprosy in Spain, 452* 
—, sulphone and _ thiosemicarbazone 
treatment, 268 

thiacetazone treatment, 452 

—, tuberculosis in, treatment, 452 

Leucocyte agglutination in’ chronic 
idiopathic or symptomatic pancyto- 
. and in paroxysmal nocturnal 

oglobinuria, 6 

— —— serum of compatible and in- 
compatible blood groups, 124 

— agglutinins, determination and sig- 
nificance in relation to blood group, 
430 

—, eosinophilic, in nasal secretion in 
atrophic rhinitis, 130 

— level in blood, filtering activity of 
lungs and maintenance of, 6 

—, polymorphonuclear neutrophil, 
morphological sex difference in, 6 

—,—, phagocytic activity after total 
body x-irradiation, 161 | 

— sedimentation rate in relation to 
nuclear changes, methods of deter- 
mination, 252 

Leucopenia, anaemia, and thrombocy- 
topenia, immunological, relation be- 
tween antibodies against three cellu- 
lar elements of blood, 384 

—, radiation, alkoxyglycerol treat- 
ment, 330 

Leucoprecipitins in serum in acute 
leukaemia, 473 

Leucoses, classification, 389 

Leucotomy, prefrontal, ultrasonic 
irradiation as substitute for, 310 

— and subcortical lobotomy in schizo- 
phrenia, 230 

—., transorbital, in West Virginia, 309 

Leukaemia, acute, aetiological factors, 
213 

—, —, leucoprecipitins in serum in, 473 

—,—~, preceded by myeloid aplasia, 
213 

—, —,preleucoblastic anaemias of, 213 
—, atypical giant cells in spleen in, 
342 

—, chronic, erythrocyte life span in, 
measurement with radioactive-car- 
bon-labelled glycine, 472 

—,— granulocytic and lymphocytic, 
prognosis for survival in, 41 

—,—, radioactive phosphorus treat- 
ment, 473 

—, diphenylamine serum test in diag- 
nosis, 429 

— in atom-bomb survivors, 41 

pregnancy, incidence and effect, 
3 

—, 6-mercaptopurine treatment, 389 
—, monocytic, critical study, 286. 
—, pulmonary involvement, 
study, 388 

—, relation of xanthomatous reticulo- 
endotheliosis to, 90 
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Levorphan premedication before 
general anaesthesia, 419, 511 

Library of Faculté de Médecine de 
Paris, manuscripts in, 516* 

Lichen planus, clinical and histological 
study. in relation to changes in pro- 
tein metabolism, 64 

Ligament, spiral, ‘and stria vascularis 
of guinea-pig, circulation of, 130 

Lignocaine and suxamethonium ad- 
ministration by continuous intra- 
venous drip, 77 

Lipoprotein, serum, estimation by zone 
electrophoresis and cholesterol esti- 
mation, 252* 

Lithium salts in manic psychoses, 498 

Liver, see also Hepatitis 
—, abdominal aortography for demon- 
stration of, 334 

_, alcoholic’ fatty, hepatic blood flow 
and splanchnic oxygen consumption 
in, 201 

— artery, intrahepatic distribution, 200 

— biopsy, needle, diagnostic indica- 
tions and limitation, 9 

— —, —, in dermatoses, 312 

— carcinoma, intravenous colloidal 
radioactive gold treatment, 242 

— —, needle biopsy in, 201 

—-—, primary, factors regulating 
integrity of intrahepatic bile ducts 
and aetiology of, 459 

— —, —, tretamine treatment, 33 

— cirrhosis, alcoholic, with ascites, 
absorption rate of intraperitoneal 
phenol red as test of progress, 339 

— —, ascitic fluid and plasma protein 
exchange in, 427 

—-—, corticotrophin and cortisone 
treatment, 273 

— —, experimental dietary, trabecular 
anatomy of late stages of develop- 

*ment, 87 

— —in children due to endophlebitis 
hepatica obliterans, 194 

— —, ligation of hepatic artery in, 
mechanism of action, 458 

— —, metabolic effects of high-protein, 
sodium-free diet in, 458 

—-w—or fibrosis, relation to mal- 
nutrition in children in Indonesia, 


—, oxygen saturation of portal 
blood in, 40 

— —, parotid enlargement in, 33 

— —, post-hepatitic, 113 

— coma, dietary protein intolerance in 
aetiology of, 373 

— damage after 
tension, 329 

— — due to thiopentone, 329* 

——, toxic, after chlorpromazine 
treatment, 498 

—, detoxicating function in epilepsy, 
59 

— disease, ammonia metabolism in, 373 

— —, cholinesterase activity of serum 
in, 1 

— —, effect of barbiturates in, 78 

— —, metabolic and histological effects 
of chloramphenicol and oxytetra- 
cycline in, 96 

, neurological complications, 200 

——, nutritional, due to impaired 
absorption, 273 

— —, persistent non-haemolytic h 
bilirubinaemia with lipochrome-like 
pigment in liver cells, 458 

— —, serum iron level in, 2 


controlled hypo- 
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Liver, disease, subcutaneous haemor- 
rhage in, 127 

—, fatty infiltration during convales- 
cence from infective hepatitis, 459 
— function after operations for portal 
hypertension, 33 

— —, hypertension and, 283 

in asthma, III 

—, glycogen storage disease, clinical 
and enzymatic studies in newborn, 


415 

—in malaria, functional and needle 
biopsy study, I10 

— — ulcerative colitis, 254 

— insufficiency, acute, in 
alcoholism, 373 

— lobules, hexagonal, subdivision into 
structural and functional units, 113 

Localization, cerebral, early history, 
83 

London, St. Thomas’s Hospital, 
medical and surgical treatment at, 
1558-1625, 336* 

Louis XIV of France, medical history, 
168 

Louse infestation in art, 165 

Lung adenomatosis, systematic malig- 
nant, 392 

— biopsy in mitral stenosis, correlation 
with results of cardiac catheteriza- 
tion, 205 

— carcinoma, cicatricial, in relation to 
pathogenesis of peripheral carcinoma, 
25 3 

— —, common inhalants and, 390 

—-—, diagnosis by cinedensigraphy, 
332 

— —, early diagnosis by fluorography, 
475 

—-—, epidemiological study of 
smoking in relation to, 391 

— — in non-smokers, 391 

— —, report of 403 cases, 289 

— —, survey of 1,475 cases, 391 

—,cystic disease of lower lobes, 
abnormal arterial supply to cystic 
area, 129 

—_ — in infants, surgical treatment, 
31 

—disease, chronic, intermittent 
positive-pressure breathing with 
nebulization in, 287 

— drainage, primary postural, in 
bronchiectasis, 129 

—, filtering activity, and maintenance 
of leucocyte level in blood, 6 

— function changes after artificial 
pneumothorax, 362 

— — inemphysema, effects of pneumo- 
peritoneum on, 288 

—, hydatid cysts, surgical treatment, 
392 

— infarcts associated with broncho- 
genic carcinoma, 474 

— involvement in leukaemia, clinical 
study, 388 

—, lipoid graruloma of, 128 

— oedema, experimental acute, 
development and interpretation, 86 

—, resected, Myco. tuberculosis from, 
streptomycin sensitivity of, 24 

— resection, difficult, ligation of pul- 
monary arteries or branches in, 129 


chronic 


partial, in pulmonary tuber- 
culosis, 363 
— shadows, “ butterfly’, anatomical 


explanation, 163 
—, small blood vessels of, effects of 
histamine and adrenaline on, 16 


Lung, suture ligation and partial 


thoracoplasty in pulmonary tubercu-. 


losis, 25 
— tuberculosis, see Tuberculosis, pul- 
monary 


—, venous collateral circulation, ana- 


tomical study, 390 

—, visco-elastic properties in acute 
pneumonia, 215 

Lupus erythematosus, chronic discoid, 
synthetic antimalarial drugs in, 150 

— —, complementary activity of blood 
in, 138 

——, effect of mepacrine on ead 
sensitivity in, 150 

, histology, 413 

— —, pantothenic acid with vitamin E 
treatment, 64 

— —, quinacrine treatment, 139* 

Lymphangiography in clinical surgery 
and in lymphoedema, 282 

Lymphocyte response as indicator of 
relative adrenocortical insufficiency, 
50 

— storage or destruction, bone marrow 
as centre of, 7 

Lymphocytosis, acute 
children, 67 

Lymphoedema, lymphangiography in, 
282 


infectious, in 


Lymphogranuloma, 
disease 

— venereum in non-specific urethritis, 
skin tests for, 364 

— —, tetracycline treatment, 266 

Lymphoma, follicular, of skin, 151 

Lymphosarcoma, analysis of frequency 
distribution and mortality in Cali- 
fornia, 41 

p-Lysergic acid diethylamide, clinical 
trials on psychiatric patients, 60 

** Lysthenon ’’, see Succinylcholine 
chloride 

Lytic cocktail” in premedication for 
major urological surgery, 328 


see Hodgkin’s 


Mackenzie, William, the making of an 
ophthalmologist, 424* 

Magnesium aluminium hydroxide gel 
in antacid treatment of peptic ulcer, 
371 

— glutamate in epilepsy and mental 
deficiency, 496 

— and insulin injection for induction 
of hypothermia, 511 
—, urinary excretion in healthy sub- 
jects and in cancer, 88 

Malaria, see also Plasmodium 
_, acute, single oral dose of amodia- 
quin, chloroquine, hydroxychloro- 
quine, and pyrimethamine in, 195 
—, association with sickle-cell trait, 1 10 

—, control with insecticide “ dieldrin ” 
45 51 


—, liver in, functional and needle- 
biopsy study, 110 
—,subtertian, incidence, relation of 


distribution of sickle-cell trait to, 30 

—, vivax, effect of continuous and 
intermittent primaquine treatment 
on relapse rate, 196 

Malnutrition in relation to liver cir- 
trhosis or fibrosis in children in 
Indonesia, 194 

Malpighi, Marcello (1628-1694), 248 

“M. & B. 20504”, see Pentolinium 
tartrate 
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Manganese oxide dust, exposure to, 
effect on blood picture, 320 
““Marcumar”’, anticoagulant action, 


347 

“ Marsilid ”’ in pulmonary tuberculosis, 
et of bacterial resistance 
with, 18 

Mast Sg tissue, in bone marrow, 
appearance and significance, 341 

Mauriac’s syndrome in diabetes, 223 

Measles, bacterial complications, pro- 
phylaxis and treatment with “‘ benz- 
ethacil ” and penicillin, 98 

—, chest radiology in, 513* 

—, cytopathogenic agents in, propaga- 
tion in tissue culture, 13 

electrocardiographic changes 
during, 443* 

— encephalitis, 
graphic study, 55 

— in monkeys, experimental study, 249 

—, inner-ear conditions due to, 290 

— meningoencephalomyelitis: aetio- 
logy, diagnosis, and treatment, 183 

— prophylaxis, gamma globulin and 
adult serum in, 236 

Medium, cream-egg, for recovery and 
enrichment of growth of Myco. 
tuberculosis from septic material, 434 

Melanoma, “ juvenile ’’ and malignant, 
in children, 316 

—, malignant, radioactive iodine treat- 
ment, 242 

Melkersson—Rosenthal syndrome, 62 

Méniére’s disease, Portmann’s opera- 
tion in, 218 

Meninges, tumour metastases to, 173 

Meningitis, aseptic, due to Coxsackie 
virus, isolation of virus from cerebro- _ 
spinal fluid, 263 © 

— , during influenza-like epidemic 
in Greenland, 417 

—, benign ly: mphocytic, proplasmo- 
cytes and atypical plasma cells in, 
172 

—, pneumococcal, 57 

—, purulent, in Sie and children, 
316 

—, pyogenic, 56 

—, Salmonella, in infants, 505 

serous, 306 

—, syphilitic, penicillin treatment, 367 

—, tuberculous, effect of cerebrospinal 
fluid on cupric chloride crys 
tion in, I 

—,—, in children, clinical course and 
treatment, 359 

—,—,——, combined streptomycin 
and isoniazid treatment, 189 

—,—, — —, specific immunization in 
treatment, "104* 

—,—-, isoniazid treatment, 359 

—,—, mental disturbance in, 189 

—,—, spinal-cord complications, 104 

—,—,Streptomycin and isoniazid 
treatment avoiding intra trathecal in- 


electroencephalo- 


eningococci, sensitivity to antibiotics 
and sulphadiazine, 440 
Meningoencephalomyelitis, measles: 
aetiology, diagnosis, and t reatment 
183 
muscular dystrophy of, 


307 
Mental deficiency, Celastrus paniculata 
in, 308 


Mental deficiency, magnesium gluta- 
mate treatment, 496 

——, morbid anatomy, 432* 

—-—,mortality from pulmonary 
tuberculosis in, 308 

— disorder, correlation between 
changes in mental state and 
— activity after treatment, 
14 

— disturbance in tuberculous menin- 
gitis, 189 

seadtinn., effect on light-sensitivity in 
lupus erythematosus, 150 

—in chronic discoid lupus erythe- 
matosus and light eruptions, 150 

“* Meperidine ’’, see Pethidine 

Mephenesin, effect on symptoms in 
psychiatric out-patients, comparison 
with placebos, 410 

—, intrathecal, in paraplegia, 229 

Mercaptomerin in severe congestive 
heart failure, 117 

6-Mercaptopurine in leukaemia, 389 

** Mercumatilin ”, diuretic effects with 
and without ‘ammonium chloride 
administration, 348 

cerebral and cerebellar atrophy due 
to, 418* 

9 Merthiolate ” for preserving sera for 
serological testing, 27 

** Mestinon ” in myasthenia gravis, 54, 
145, 227 

Metabolism, 31-2, 112, 269-71, 370, 


454 

Methaemoglobinaemia, congenital 
familial, blood oxygen dissociation 
curve in, 32 

Methantheline, effect on gastro- 
intestinal motility, influence of 
standard meal on, 455 

— in peptic ulcer, clinical and experi- 
mental study, 114 

Methimazole in thyrotoxicosis, 47 

Methonium compounds in hyperten- 
sion, 122 

Methyl mercaptan in relation to foetor 
hepaticus, 373 

— methacrylate implantation for 
experimental production of sarcorna, 


425 

a-Methy]I stilbene, effect on blood sugar 
and insulin content of pancreas in 
animals, 299 

Migraine and at possible relation- 
ship, 305 

—, familial occurrence and heredity, 


317 

Milk composition and yield, relation of 
age, physique, and nutrition of 
to, 152 

alkali syndrome and hyperpara- 
thyroid, differentiation, 481 
ontin ”’ in petit mal, 144 

Mitral stenosis, see Heart 

— valvotomy, see Valvotomy 

Mongolism, aetiology, 69 
—, immunology.and biology, 230* 
oniliasis, oral, clinical study, 441 

Mononucleosis, ‘infectious, acute retinal 
periphlebitis in, 355 

Monteggia, Giovanni Battista (1762— 
1815), first describes acute anterior 
poliomyelitis, 424 

Morphine derivatives with anti- 
analgesic action, 17 

—., effect on bronchial muscle, 93 

— estimation in biological media, rapid 
extraction method, 325 
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Motion sickness, re-evaluation of drugs 


in, 94 ‘ 

Motor acts, voluntary, control of two 
simultaneously in normals and in 
Parkinsonism, 495 


Mould spores, atmospheric concentra- 


tion, seasonal periodicity, 197 
— — from air indoors and outside as 
causes of respiratory allergy, r11 
Mouth cancer, advanced, massive 
radiotherapy, 80 
— mucosa, epithelioma of, radio- 
therapy, 330 
Mucopolysaccharides, acid, and lipids, 
distribution in tissues of cholesterol- 
fed rabbits, 337* 
Mucoprotein level in serum, clinical 
significance, 2 
Mucus, viscid, effect of antibiotics on, 
I 


Mumps prophylaxis, specific, 257 
Muscle, bronchial, 7b t of morphine 
on, 9 


in acquired hypothyroidism, 


2 
—, denervated, influence of electric 
— on course of atrophy in, 


menopausal, 307 

— —, occurrence of congenital physical 
defects in affected families and, 
317 

— —, ribosuria in, 145 

, Physiological changes associated 

with anxiety and tension symptoms, 
146 

— spasm in manual labourers, 158 

Myasthenia gravis,:cardiac and asso- 
ciated pathology, 402 

— —, “‘ mestinon ”’ treatment, 54, 145, 
227 

Mycobacteria, neutral-red test for, 92 

Mycobacterium tuberculosis, antigenic 
structure, 14 

— —, detection of small numbers and 
lethal action of concentrating agents, 
II 

—-— from resected lungs, strepto- 
mycin sensitivity, 24 

septic material, cream-—egg 
medium for recovery and enrich- 
ment of growth, 434 

—-— in resected lungs after chemo- 
therapy, 255 

——,in vitro action of cyanacetic 
acid hydrazide on, 352 

— —, isolation from sputum by deter- 
gents, 255 

— —, isoniazid and “ marsili 
ance, 186 

many resistance, changes after stop- 
ping treatment, 439 

——, — —, pattern of conargence of, 
18 

——, — —, variability, 182 

——,—-—, virulence after recovery 
from patients during treatment, 11 

— —, late emergence in liquid cultures 
of resected pulmonary lesions, 265 

—-—-resistance to benzalkonium 
chloride, 255 

Mycosis fungoides, radioactive phos- 
phorus treatment, 242 

Myelitis due to Schistosoma mansoni, 
anatomical and clinical study, 452* 

Myelography in location of traction 

ions of brachial plexus, 164 

Myeloid metaplasia following poly- 

cythaemia, 286 


resist- 


Myeloma, multiple, haemolysis and 
production of anaemia in, 212 

—, —, hepatic function in, 472* 

—,—, recurrent bacterial pneumonia 
in, immunological response, 472 

—,—, simulating anaplastic anaemia, 
472 

Myelomatosis, abnormal lipid-like 
material and carbohydrate in serum 
of patients with, 427 

—, serum proteins and lipoproteins in, 


427 

Myelophthisis, myeloblastic leukae- 
moid, 389 

Myocardial infarction, acute, chances 
for survival in, 379 

—-—,—,selective use of anti- 
coagulants based on initial prog- | 
nosis, 378 

——,—, serum level of C-reactive 
protein as measure of, 88 

— —, experimental, intravenous tryp- 
sin in, 119 

——, “isolated” T-wave negativity 
in ischaemic phase, 461 

— —, painless, analysis of 220 cases, 37 

— —, rehabilitation of patient with, 37 

—w—, two sequential anterior serial 
electrocardiographic changes in, 115 

during mitral valvotomy, 
282 

— rupture and haemopericardium asso- 
— with anticoagulant therapy, 
37 

— toxoplasmosis, 116 

Myocarditis in children, complications, 
414 

— — poliomyelitis, 354 

Myocardium, dystrophic fatty changes 
in, due to disruption of function of 
central nervous system, 426 

Myopathy associated with hypo- 
thyroidism, 481 

—, classification, natural history, and 
treatment, 307 
—, menopausal, 307 
—, primary, facio-scapulo-humeral 
pA in females of three generations, 


Mysoline ”, ” see Primidone 

Myxoedema, calorigenic effects of 
single intravenous doses of L-tri- 
iodothyronine and .-thyroxine in, 
220 
—, congenital, with prolonged jaundice 
in newborn, 505 

by radioactive thyroxine, 


of on 17-keto- 
steroid and fo hor- 
mone excretion in, 

—, metabolic effects 9 thyrotrophic 
hormone i in, 220 

—, oral L-thyroxine sodium treatment, 
48 

— with heart disease associated with 
acute psychosis, 134 


Naevus, solitary mast-cell, 344 

Nails, red half-moons in cardiac failure, 
206 

— and surrounding soft tissue, foetal 
and mature, microscopical study, 499 

Nalorphine with and without morphine, 
analgesic _efficacy and side-effects, 


350 
Narcoanalysis and criminal law, 323 
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Narcotic addiction, medical, manage- 
ment, 409 

Neck pain, treatment, 226 

Neisseria gonorrhoeae, ‘serological study, 


435 

Neomycin, auditory damage due to, 
prevention by vitamin A, 476 

— in infantile diarrhoea pti to Bact. 
coli O-111, 316 
Pais, acute, effect of protein intake 

on, 478 

—, advanced, uptake of base in uraemia 
and acidosis due to, 479 

—, experimental, due to type-specific 
streptococci, 250 
—, glomerular, acute, cardiac changes 
in, 274 

—-——,— , Type- 12 streptococci in, 11 

—'with ‘hypertension in children, 
excess of vasopressor activity in 
‘plasma and, 292 

Nephrosis, high-protein diets in, 477 

—in acute haemorrhagic pancreatitis, 
343 

—-—children, corticotrophin gel in 
continuous treatment, 477 

—, lipoid, corticotrophin and cortisone 
treatment, 131 

—,—, in children, follow-up study, 44 

—, pathogenesis and treatment, 477 

Nephrotic syndrome, effect of cortico- 
trophin on adrenals in, 136 

— — in children, effect of infusions of 
hyperoncotic dextran on, 394 

— — — —,, electrophoretic study, 292 

—-— with thrombosis of renal veins, 


394 

Nerve, brachial, traction lesions, 
myelographic location, 164 

_, — popliteal, ischaemic palsy 
of, 54 

— impulse excitation in cochlea, 43 

—, peripheral, fusiform swellings on 
terminal portions, 173 

Nervous diseases, Soviet curariform 
preparations in, 54 

Neuralgia, trigeminal, comparison of 
surgical procedures in, 408 

—, —, decompression operation for, 


“ gangliolysis ” in, 144 
Neuritis, femoral, in diabetes mellitus, 
397 
—, peripheral, in relation to isoniazid 
metabolism, 182 
— and polyneuritis, prolonged inter- 
rupted sleep therapy in, 402 
Neurodermatitis, chronic disseminated, 
personality and emotional factors in, 


149 

Neurology and neurosurgery, 54-9, 
141-5, 227-9, 304-7, 402-8, 492-6 

Neuroma, acoustic, early diagnosis, 492 

Neuromuscular re-education, principles, 

Neuro-ophthalmological syndrome, 
genetic study, 69 

Neuropathy, amyloid, 7 

—, diabetic, cyanocobalamin level in 
serum and, 484 

—,—, — treatment, 50- 

—, peripheral, in periarteritis nodosa, 
207 

si gp acid, vasodilatory action on 
skin 


1-isoNicotinyl- 2- isopropyl hydrazine, 
see Marsilid ”’ 


ss 's sign in pemphigus foliaceus, 
5 


“Nisentil” as supplement to thio- 
pentone—nitrous-oxide anaes 
419 

Nitrogen balance in young children 
with dysentery, 444 

— retention in hypophysectomized rat, 
effect of insulin on, 49 

Noradrenaline, cytological demonstra- 
tion in adrenal medulla, 296 

—, effect on experimental haemor- 
rhagic shock, 349 

—in phaeochromocytoma, quantita- 
tive estimation, 380 


— — Waterhouse-—Friderichsen syn- 


drome, 183 

— level in hlood, effect of insulin on, 
135 

— — — plasma, effect of glucose and 

fructose on, 136- 

Nose, paranasal sinuses and nasal 
cavities, carcinoma of, radiotherapy, 


79 

—, polypus in, hydrocortisone alcohol 
for, 290 

— tumours, neurogenic, 218 

Nose-bleeding, see Epistaxis 

Nutrition, 31-2, 112, 269-71, 370, 454. 
See also Malnutrition 

— after complete gastrectomy, 371 

—, sophistication of foods and feeding 
habits and, 269* 

“‘ Nyloxin ” in rheumatoid arthritis, 52 

Nystagmus, caloric, directional pre- 
ponderance in brain disease, electro- 
encephalographic study, 228 

—, positional, 43 

—,—, as test of drunkenness, 75 


Obesity, action of chorionic gonado- 
trophin in, 370* 

— in tuberculosis, 445 

—,low-protein diet with unlimited 
carbohydrate in, 454 

Ozdema, acute pulmonary experi- 
mental, development and interpreta- 
tion, 86 

—, angioneurotic, and urticaria, statis- 
tical survey, 369 

—, chronic generalized, and hypo- 
proteinaemia of obscure origin in 
children, 505 

—, renal, in children, effect of thio- 
semicarbazone on, 394 

—, temporary generalized, of obscure 
origin in children, 505 

Oesophagitis, non-specific, in infants 
and children, 68 

Oesophagus carcinoma, indications for 
radiotherapy, 241 

—.,, distal, and gastro-oesophageal junc- 
tion, function of, and role in cardio- 
spasm and gastro-oesophageal om, 
272 

— reflux, hiatal anomalies and, 198 

— varix in non-cirrhotic patients, 455 

Oil as vehicle for penicillin, fibro- 
sarcoma after injection, 95 

Old age, chest radiography in, 513 

— —, gastro-duodenal haemorrhage in, 
199 

— —, high-protein diet in, 269 

— —, psychiatric illness in, follow-up 
study, 409 

Onchocerca volvulus microfilariae, distri- 
bution in skin and relation to eye 
lesions and blindness, 194 

Opium derivatives, depressant effects 
on cough reflex, 181 


533 


Organ of Corti, electromechanical pro- 
perties, 43 

Ornithogalum umbellatum extract, effect 
on heart, 17 

Osler’s disease, see Endocarditis, sub- 
acute bacterial 

Ossification, pathological, in legs after 
spinal-cord injury, 492 

Osteitis fibrosa, renal disease, and 
hyperparathyroidism, interrelation, 


293 

Osteoarthritis, cheilotomy and multiple 
perforations in, 399 

— of hip, development and nature, 
399 

Osteoporosis during prolonged cortico- 
trophin or cortisone treatment, pre- 
vention, 49 

— in diabetes mellitus, 486 

— with biliary fistula, 202 

Coeeeernnene in chronic renal failure, . 


219 
Otitis, chronic gp effect’ of 
— operations on hearing in, 


Otorhinolaryngology, 43, 130, 217- 
18, 290-1, 393, 476 : 

Oxford undergraduates, physique of, 
235 

Oximetry in Cheyne-Stokes respira- 
tion, 461 

Oxygen and carbon-dioxide tension in 
arterial blood during voluntary 
hyperventilation, 129 

— deficiency, effects on respiration of 
newborn infants, 153 

— —, secretional, early tracheotomy 
for, 216 

— dissociation curve of blood in con- 
genital familial methaemoglobin- 
aemia, 32 

—, effect on developing retinal vessels 
and relation to retrolental fibro- 
plasia, 66, 67 
intragastric, in ascariasis, 

— saturation of portal blood: in cir- 
rhosis, 40 

—-—-— venous and arterial. blood, 

minute-to-minute measurement in 

rheumatic carditis, 118 

— therapy in — mature infants, retro- 
lental fibroplasia and, 232 

——and retrolental fibroplasia, 
experimental and clinical studies, 


313 

Oxygenator, pump, 
heart and lung, 115 

Oxyphenonium bromide, see 
trenyl” 

cline, carbomycin, and 
tetracycline, synergistic amoebicidal 
effect on E. histolytica, 96 

— in amoebiasis, 368 

— — chancroid, 190 

— — patients with and without liver 
disease, metabolic and _ histological 
studies, 96 

— — rhinoscleroma, 291 

— — scrub typhus, 108 

— — whooping-cough, 100, 183 

—, intramusc , 261 
—, clinical and pharmacological 
Studies, 261 
, prolonged, in chronic respiratory 
infection, 128 
— sensitivity of Proteus, 434 


for by-passing 
An- 


» 345 
— with erythromycin, ‘action 0 on Staph. 
aureus, 440 
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PPA-7or1 in amoebiasis, 30 

Paediatrics, 66-8, 152-6, 232-3, 313- 
16, 414-15, 502-7. For details see 
Children; Infants 

Paget’s disease, osteogenic sarcoma in, 
x-ray study, 247 

Pagitane hydrochloride in Parkinson- 
ism, 305 

Pain, fa facial, 307 

—in acute poliomyelitis, neurological 
and therapeutic considerations, 353 

— — neck, treatment, 226 

—., low back, causes and treatment, 302 

— of ulcers, relation to pH and motility 
of stomach and duodenum, 113 

— relief with “efocaine”, effect on 
postoperative respiratory movements 
at rest, 77 

—- stimuli, effect on sensitivity of mice 
to analeptics, 260 

Palsy, Bell’s, cortisone treatment, 408 

‘obstetrical factors in aetio- 
logy, 4 

—, facial, basis of treat- 
ment, 144 

Pamine ” bromide, gastric anti- 
secretory effects and use in peptic 
ulcer, 16 

Pancreas disease diagnosis, provoca- 
tive blood enzyme tests in, 339 

— —, fibrocvstic, and related condi- 
tions, insular tissue in, 175* 

— function, starch tolerance test, 171 

— — tests, determination of proteo- 
lytic enzymes in duodenal contents 
in, 170 

— hyperglycaemic factor, metabolic 
effects, 137 

— insulin content, effect of a-methy] 
stilbene on, 299 

— secretion, effect of histamine and 
analogues on, 457 

— tumour on left side, radiological 
diagnosis, 82 

Pancreatitis, acute, factors in patho- 
genesis, experimental studies, 1 

—, — haemorrhagic, nephrosis and fat 
embolism i in, 343 

—, primary interstitial, in infants, ana- 
tomical and clinical study, 156 

Pancytopenia, chronic idiopathic or 
symptomatic, leucocyte agglutina- 
tion in, 6 

Pantothenic acid with vitamin E in 
lupus erythematosus, 64 

Papillitis, necrotizing renal, pyelo- 
graphic changes in, 82 

Papulosis, malignant atrophic, 311 

* Paragone ”’, effect on gastric secretion 
and gastro-intestinal motility in 
peptic ulcer, 436 

Paralysis agitans, see Parkinsonism 

—, complete, due to spinal-cord com- 
pression, indications for operation, 59 

—, — and a artial, of hemidiaphragm 
without vious cause, 474 
—, general, penici in, 29 
—, periodic thyrotoxic, 294 

—,Tespiratory, Engstrém 
respirator in, 184 

—,—,in poliomyelitis, positive-pres- 
sure inflation in, 184 

Paraplegia, intrathecal mephenesin in, 


229 
ee see also Hypoparathyroid- 
— function test, ‘phosphaturia pro- 


voked by infusion of calcium salts 
as, 395 


universal 
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Paré, Ambroise, pleading of Advocate- 
General Brisson in action brought 

against, 516* 

Parkinsonism, control of two simul- 
taneous voluntary motor acts in, 495 

—., effectiveness of drug therapy in, 305 

—, pagitane hydrochloride treatment, 
305 

—,surgical occlusion of anterior 
choroidal artery in, 228 

Parotid enlargement in alcoholic cir- 
rhosis, 33 

Parotitis prophylaxis, specific, 257 

determination, blood- 

uping tests, 75 

Patho ogy, I-10, 85-91, 169-75, 249- 
54, 337-44, 425- 32 

Paulino ure in pulmonary tuber- 
culosis, 25 

Pediculosis in art, 165 

Pellagra, corticotrophin treatment, 31. 

Pemphigus, chronic, aetiology, 411 

— foliaceus, Nikolsky’s sign in, 65 

——, pituitary and adrenocortical 
function in, 65 

— —, relation between time of absorp- 
tion of injected saline from dermis 
and clinical phase of, 65 

— vulgaris and parapemphigus, 413 

Penicillin, see also Benethamine and 
Benzathine penicillin 

— and “ benzethacil” in prophylaxis 
‘and treatment of complica- 
tions of measles, 9 

— binding in wen tod to its cytotoxic 
action, 18 

— in actinomycosis, 151 

— — cardiovascular syphilis, clinical 
and serological study, 449 

— — early syphilis, long-term results, 
266 

— — general paresis, 29 

— — oil injection, fibrosarcoma after, 


95 

—w—scarlet fever, effect on anti- 
streptolysin reaction, 443 

— — subacute bacterial endocarditis, 
280 

— — syphilis, 366 

— — syphilitic meningitis, 367 

— — — optic atrophy, 29 

—, incidence of nasal carriers of Staph. 
aureus in general population and, 
176 

— reactivity of resistant variants of 
streptococci, pneumococci, and 
staphylococci, 18 

—salts combination, time—dosage 
relationship in treponemal diseases, 
106 

— sensitivity of gonococci, 107 

Pseudomonas, 345 

— with erythromycin, action on Staph. 
aureus, 440 

Pentobarbitone, depressant effect on 
cough reflex, 181 

Pentolinium tartrate 
hypotension, 328 

hypertension, 209 


in controlled 


———-—, comparison with hexa- 


methonium, 2 
Pergamon, doctor and priest in, 248* 
Periarteritis nodosa, peripheral neuro- 
pathy in, 207 
——, recognition and clinical symp- 
toms, 383 ; 
Pericarditis, acute, clinical course, 
radiological appearances and electro- 
cardiographic ings, 376 


17 


Pericarditis, chronic constrictive, renal 
haemodynamics in, 203 

—,— —, surgical treatment, 376 

in adult, electrocardio- 
graphic study, 376 

—, —, streptomycin treatment, 448 

Periphlebitis, acute retinal, in infectious 
mononucleosis, 355 

Periplocymarin elimination, 259 . 

Peritonitis, meconium, recovery from, 
233 

Pertussis, antibiotic treatment, 100 

—, chloramphenicol palmitate treat- 
ment, 100 
—in mice, interference immunity to, 
' produced by pertussis vaccine, 435 
—,intramuscular oxytetracycline 
treatment, 183 

—, poliomyelitis supervening in, 442 

— treatment, 1948-54, 443 

— vaccination, results, 416 

— vaccine producing in mice specific 
immunity not associated with anti- 
body production, 178 

Pethidine and codeine, analgesic 
potency compared, 350 

_Petit mal, ‘‘ milontin ” treatment, 144 

Phaeochromocytoma, adrenaline and 
noradrenaline in, quantitative esti- 
mation, 380 
—,study of 15 cases diagnosed at 
necropsy, 482 

Pharmacology, 16-17, 93-4, 179-81, 
258-60, 347-51, 436-8 

Pharmacopoeias, official, 
chemicals into, 423 

Pharyngitis and febrile, 
outbreak associated with Type 3 
adenoidal-pharyngeal - conjunctival 
virus infection, 442 

Phenacetin, effect on intestinal secre- 
tions in health and during induced 
pyrexia, 260 

Phenergan see Promethazine 

Phenothiazine’ derivatives in anaes- 
thesia, 77 

Phenoxybenzamine, see Dibenzyline” 

Phenylboric acid, anti-epileptic 
activity, 93 

Phenylbutazone, effect on isotopic uric 
acid in gout and rheumatoid 
arthritis, 225 

— in gout, 53 

— — rheumatic fever, 487 

—, metabolic effect in gouty and non- 
gouty arthritis, 490 

Phenylindanedione action, antagonistic 
effect of oral vitamin K, on, 348 

3 - (1’Phenylpropyl)- 4- hydroxycou- 
marin, anticoagulant action, 347 

Phosphatase, serum, estimation by 
determination of hydrolysed phenol 
with amino-antipyrine, 428 

Phosphate, inorganic, serum, res 
to insulin injection in norm 
diabetic subjects, 485 
—, radioactive colloidal chromic, for 
pleural effusion, 331 

—, — — —, injection in ‘Prostatic car- 
cinoma, 243 

—, — — —,, tissue distribution after 
injection, 331 

Phosphaturia provoked by infusion of 
calcium salts as test of parathyroid 
function, 395 

Phosphohexose isomerase activity in 
serum as index of tumour growth in 


_entry of 


metastatic carcinoma of breast, 
428 
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Phosphohexose isomerase activity in 
serum, determination and range 
of normal values, 428 

Phosphorus intake ‘of children, 269 

—, radioactive, in chronic leukaemia, 
473 

—,—, — mycosis fungoides, 242 

—, —, — polycythaemia vera, 242, 384, 


470 
Phthalic acid anhydride production, 
health hazards in, 510* 
— — and derivatives, toxicity, 510* 
Physical medicine, 226, 302-3, 401 
——, sauna baths in, 302 
——,use and abuse in 
medicine, 226* 
Physician, practice in Belfast in early 
19th century, 516* 
—, professional life from 16th to middle 
of 19th century in France, 515 
—" of Oxford undergraduates, 


industrial 


PIEM i in tuberculosis, experimental and 
clinical studies, 97 

Pinta, penicillin ‘salts combination in, 
time—dosage relationship, 106 

Piperazine in ascariasis, 99, 353, 441 

Pituitary, anterior, conditioned depres- 
sion of formation and secretion of 
thyrotrophic hormone by, 293 

—, effect of x-irradiation on, 79 

— function in pemphigus foliaceus, 65 

— insufficiency, incomplete, diagnosis, 
293 

— irradiation with deuterons in rat, 
241 

Pityrosporum ovale infection, 
and association with seborrhoea, 64 

Placenta praevia, anterior, anaemia of 
newborn after, 414 

Plasmodium falciparum, E. African 
varieties, pyrimethamine resistance, 


451 

Pleurisy, tuberculous  serofibrinous, 
corticotrophin treatment, 188 

Pleuritis, tuberculous, initial, and 
eventual post-pleuritic tuberculosis, 
265 

Pleurodynia, epidemic, epidemiology in 
Sweden, 20 

Pleuropneumonia-like organisms in 
non-specific urethritis, 27 

——., inhibition of growth by. anti- 

y, 14 

Plutonium poisoning, ethylenediamine- 
tetraacetic acid in, 239 

Pneumoconiosis, coal-workers’, cavita- 
tion in massive fibrosis of, 510 

—, —, tuberculosis and, 321 

— due to exposure to kaolin dust, 320 

— in hard-metal industry, 320 

Pneumoencephalograph, diencephalic 
and endocrine reaction to, 243 

Pneumomediastinography by retro- 
xiphoidal route, 164 

Pneumonia, acute, visco-elastic pro- 
perties of lungs in, 215 
—, chronic tuberculous, 254 
postural drainage in, 
259 

—, interstitial, due to Pneumocystis, in 
children, serological confirmation, 92 

—, —, of infants, due to, Pneumocystis 
carinii, 414 

—,—,— newborn, epidemiological 
study, 315 

—,—, — premature infants, 156 

’ plasma-cell, in infants, treat- 
ment, 415 


Pneumonia, pneumococcal, antibiotic 
treatment, effect on prognosis, 474 

—, —; tetracycline treatment, 392 

—,Trecurrent bacterial, in multiple 
myeloma, immunological -response 
and, 472 

—, rheumatic, 300 

—., staphylococcal, 
epidemic, 392* 

Pneumonitis, fatal post-irradiation, 80 

—, non-specific chronic, differential 
diagnosis, 289* 

Pneumoperitoneum, effects on lung 
function in pulmonary emphysema, 
288 

Pneumothorax, artificial, changes in 
pulmonary function after, 362 

—,—,in relation to antituberculosis 
agents, 188* 

—, incomplete, of short duration, effect 
on tuberculous cavities, 25 

—, simple spontaneous, 287 

Pneumotomography in investigation 
of mediastinal structures, 422 

Poisoning, fatal accidental, in young 
children, 76 

Poliomyelitis, acute anterior, first 
description recorded by Giovanni 
Battista Monteggia (1762-1815), 424 

—,—-—,simulated by Iceland 
disease ’’, 20 

—,—, pain in, neurological and thera- 
peutic considerations, 353 

—, —, respiratory failure in, 98* 

—., artificial respiration in, 354 

—, bulbar, clinical and anatomical 
studies, 431 

—, —, mechanical aids in management, 
226 

—, —, previous tonsillectomy as factor 
in development, 184 

—, clinical features, interrelations and 
relation to tonsillectomy, 355* 

—, experimental, action of injection of 
virus in localizing and increasing 
severity of paralysis, 426 

—,—, mechanism of invasion of 
central nervous system after injec- 
tion into circulation, 426 

—., illness resembling, in nurses, 71 

— immunization, induction and main- 
tenance of antibody formation in, 237 

— in children, neutralizing antibodies 
against prototype and patient’s own 
viruses, 435 

— infection in households, 71 

—, myocarditis in, 354 
—, non-paralytic, 72 
—, paralytic, association between 
injections and, 72* 

—, prevention of deformity in, 20* 
- ’ prophylaxis by gamma globulin, 236 
in family contacts, 72 
—; quantitative aspects of contact in 
transmission during epidemics, 71 
—, respiratory paralysis in, Engstrém 
universal respirator for, 184 

—,— — —, positive-pressure inflation 
in, 184 
—., serological diagnosis by complement 
fixation, micromethod, 346 

—, severity in multiple-case house- 
holds, 442 

— supervening in pertussis, 

—, tracheobronchial secretions in, 
effect of proteolytic enzymes on, 390 

oo , tracheotomy i in, 354 

—'virus and antibody, method - of 
titration in human sera, 255 


in an influenza 


535 


Poliomyelitis virus associated with 
encephalomyelitis outbreak, 353 
——, faecal concentration in para- 
lytic and non-paralytic patients, 13 
—_— growth in vitro, lack of parallel- 
ism in cellular injury and virus 

increase, 345 

—_--—, isolation from human sources, 
methods compared, 13 

— —, lyophilization of, 12 

——, Type 2, MEFI strain, morpho- 
logy determined by electron- 

. Microscopy, 1 

— — typing nr complement fixation, 
12 


Polycythaemia, 
after, 286 

— vera, pyrimethamine 
470 

— -—,, radioactive phosphorus treat- 
ment, 242, 384, 470 

Polykeratosis, congenital, 149 

Polymyxin B susceptibility of Pseudo- 
monas, 


myeloid metaplasia 


treatment, 


345 
Polypus, nasal, hydrocortisone alcohol 


intranasally for, 290 

Polysaccharide content of serum in 
relation to protein levels as measure > 
of activity of rheumatoid arthritis, 


Polyvinylpyrrolidone method of blood 
volume determination, 5 

— retention, physiological and patho- 
logical effects, 179 

Pore, dilated, treatment, 231 

Porphobilinogen, endogenous, 
clearance in man, 271 

—, nature and clinical significance, 3 

Porphyria, acute intermittent, 454* 

—, clinical and neuropathological 
report, 271 

—, cutaneous, in adults, 231 

Porphyrin, free erythrocyte and plasma 
copper in rheumatoid disease, 338 

—, urinary excretion, in various 
diseases, 271 

Postafene for motion sickness, 94 

Potassium and sodium, exchangeable, 
simultaneous measurement by iso- 
tope dilution method, 31 

— — —, metabolic balance and iso- 
tope ay methods of study com- 
pared, 3 

— deficiency tetany, experimenta | 
study, 112 

Pregnancy anaemia, intramuscular iron 
treatment, 285, 469 

— in diabetes, foetal mortality, 221 

—, infective hepatitis in, mortality and 
late results, 443 

in, incidence and effect, 

heart disease in, 118 

—'toxaemia and schizophrenia, inter- 
relationship, 497 

Prematurity, retrolental fibroplasia 
and, 502 

Primaquine, continuous and intermit- 
tent, in vivax malaria, effect on 
relapse rate, 196 

Primidone in epilepsy, 58, 143 

— — mental deficiency, 58 

“ Probanthine ”, see Propantheline. 

Probenicid, effect on blood and urinary 
levels of uric acid in gout, 32 

—,—— isotopic uric acid in rheu- 
matoid arthritis and gout, 225 

—,——serum uric acid level in 
chronic gout, 270 


renal 
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Procaine, periarticular infiltration, 
effect on joint temperature, 490 
— and procainamide, action on heart, 
* 


Promethazine, effect on blood pressure 
before cardiac catheterization, 259 

— in anaesthesia, 77 

Propantheline in peptic ulcer, clinical 
and experimental study, 114 

Prostate carcinoma, adrenalectomy in, 
221 

— —, radioactive colloidal chromic 
phosphate injection in, 243 

—, effects of injection of radioactive 
colloidal ne gee and gold, 243 

—, outer glands, atrophy and hyper- 
plasia of, 432 

Prostatectomy, transurethral, 
thesia in, 329* 

Prostatitis, allergic, 
175 

Protein, C-reactive, serum level as 
measure of acute myocardial infarc- 
tion, 88 

—,—, test in acute rheumatism, 224 

— ‘diet, high, in old age, 269 

— level of serum in relation to poly- 
saccharide content as measure of 
activity of rheumatoid arthritis, 301 

— metabolism, clinical and histo- 
logical study of lichen planus in 
relation to changes in, 64 
—, plasma, disturbance in renal 
disease, 219 

—,—,in rheumatoid arthritis and 
ankylosing spondylitis, zone electro- 
phoretic studies, 140 
—, serum, paper electrophoresis in 
diagnosis of ascites, 251 

Proteinuria, orthostatic, renal function 
in recumbency and erect lordosis in, 
292 

—., variations indifferentiation of renal 
disorders, 131 

Proteus, antibiotic sensitivity, 434 

— vulgaris infections in hospital, 12 

Prothrombin consumption test, sim- 
plified, clinical application, 341 
—, purified, relation of antihistamine 
drugs to activation of, 5 

Prothromboplastin deficiencies in 
haemophilia syndrome, 471 

Prurigo, corticotrophin and cortisone 
treatment, 499 

Pseudocholinesterase level of blood in 
apnoea due to suxamethonium 
hypersensitivity, 78 

Pseudohermaphroditism, adrenal, effect 
of aldosterone in, 136 

Pseudomonas susceptibility to anti- 
biotics, 345 

Pseudomotor cerebri, 306 

Psoriasis, sweating response of various 
areas of skin in, 501 

Psychasthenia, electrophysiological, 
investigations, 497 

Psychiatry, 60-1, 146-8, 2306, 308-10, 
409-10, 497-8 

—, endocrine treatment in, 498* 

Psychoneurosis, carbon dioxide method 
of treatment, 60 

—, chlorpromazine treatment, 61 

—, Meduna’s carbon dioxide method of 
treatment and analytical psycho- 
therapy compared, 60 

Psychosis, conditioned reflex hypo- 
glycaemia in, prognostic significance, 


anaes- 


in asthmatics, 


09 
—, “ convulsion dependence ” in, 498 
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Psychosis, effect of mephenesin and 
placebos on symptoms, comparative 
study, 410 

—, functional, clinical signs, diagnosis, 
and prognosis, 60 

— in old age, follow-up study, 409 

—, isoniazid treatment, 61 

—, D-lysergic acid diethylamide treat- 
ment, 60 
—, manic, lithium salts in, 498 
—, overactivity in, effect of chlor- 
promazine on behaviour in, 148 

—, photomyoclonic response in, clinical 
significance, 409 

—, violent, reserpine treatment, 310 

Public health, 70-2, 157, 235-7, 318- 
19, 416-18, 509 

Puerperium, hemiplegia in, 304 

Pulicosis in art, 165 

** Pulseless disease ”’, 467 

Pupil, Argyll Robertson, pathogenesis, 
227 

Puromycin ”’, 
activity, 19 

Purpura, idiopathic thrombocytopenic, 
Compounds E and F and cortico- 
trophin in, 127 

—,——, in children, prognosis, 506 

—_—-—-, splenectomy i in, 472 

—,sedormid, role of ‘sedormid in 
immunological reaction resulting in 
platelet lysis in, 384 

—, thrombocytopenic, splenectomy, 
cortisone, and corticotrophin in, 285 

—, thrombohaemolytic thrombocyto- 
penic, 214 

thrombocytopenic, dif- 
fuse vascular lesions of, 10 

Pyelography after direct puncture of 
renal pelvis, 82 

—, retrograde, hydrogen peroxide in 
contrast medium in, 247 

Pyelonephritis, destructive form, 394* 

Pylorus obstruction, benign, adverse 
effects of belladonna alkaloids in, 272 

—, prolapse of antral mucosa, x-ray 
diagnosis, 81 

— stenosis, congenital, factor pre- 
disposing to peptic ulcers, 456 

— —, electrolyte depletion in, 372 

— —, heredity, 234 

Pyoderma, gangrenous, in ulcerative 
colitis, 500 

Pyrazinamide in pulmonary tuber- 
culosis, 187 

Pyridostigmine bromide in myasthenia 
gravis, 54, 145, 227 

Pyrimethamine in polycythaemia vera, 
470 

— resistance of E. African varieties of 
Plasmodium falciparum, 451 

—, single oral dose, in acute malaria, 
195 


antitoxoplasmic 


Quinidine, cardiac depression due to, 
treatment, 278 


Radiography, thoracic, supervoltage 
and multiple simultaneous radio- 
graphy in, 163 

Radiology, 79-82, 161-4, 241-7, 330-5, 
421-2, 512-14. See also X-irradia- 
tion 

Radiotherapy en couche and other types 

of moving-field therapy, 513 


‘* Raudixin ” in hypertension, 209 

Rauwolfia serpentina, see also Reserpine 

— — alkaloid, rescinamine, pharmaco- 
logical study, 93 

— — in hypertension, 122, 209, 382 

Raynaud’s phenomenon in workers 
with vibratory tools, 73 

‘* Reazid ’’, see Cyanacetic acid 
hydrazide 

phenomenon, conductive 
mechanism of hearing and, 290 

— —, difference threshold and, 393 

— —, modern aspects, 130 

Rectum carcinoma, ‘second loo 
procedure for regional 
metastases, 198 

Reed-Sternberg cells in Hodgkin’s 
disease, histochemical differentiation 
from a in tissue sec- 
tions 

Rehabilitation after myocardial infarc- 
tion, 37 

— in disseminated sclerosis, 401 

Rescinamine, pharmacological’study, 93 

Reserpine, cardiovascular and renal 
haemodynamic response to, 16 

— in hypertension, 122 

— — neuropsychiatry, 308 

—-—violent psychoses and mental 
retardation, 310 

Resin, acrylic, intra-articular injection 
in chronic arthritis, 491 

—, cation-exchange, in eczema, 231 

Respiration, artificial, in poliomyelitis, 
354 

— at rest after operations, effect of 
efocaine on, 77 

—, Cheyne-Stokes, oximeter study, 
461 

—, controlled, pneumoflator attach- 
ment to Boyle’s machine in, 78 

— initiation in newborn, new theory 
concerning mechanism, 504 

—, intermittent positive-pressure, with 
nebulization in chronic pulmonary 
disease, 287 

—of full-term infants, effects of 
carbon dioxide on, 153 

—w—newborn infants, effect of 
hypoxia on, 153 

Respirator, Engstrém universal, for 
respiratory paralysis in  polio- 
myelitis, 184 

Respiratory disorders in coal-miners, 
emotional aspects, 238 

— failure in acute chest infections, 215 

— system, 128-9, 215-16, 287-9, 
390-2, 474-5 

Resuscitation of newborn, “ air lock ” 


in, 232 

Reticulo-endotheliosis, xanthomatous, 
relation to leukaemia, 90 

Reticulohistiocytoma cutis, 343 

Reticulosis, lipomelanotic, 312 

Retina, vascular changes in diabetes 
mellitus, 298, 299 . 

Retinopathy, hypertensive, medical 
treatment, 381 - 

Retrolental fibroplasia, oxygen therapy 
in premature infants and, 232 

Rh factor, see Blood groups 

Rheumatic diseases, 52-3, 138-40, 
224-5, 300-1, 399-400, 487-91. See 
also Arthritis, rheumatoid ; Carditis, 
rheumatic 

——, chronic, serological differential 

diagnosis of various forms, 52 

—-—, complementary activity of blood 

in, 138 
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Rheumatic diseases, 
manifestations, 491 

— — in brewing industry, 239 

—-—- children, blood-vessel per- 
meability in, 489 

fresh-air treatment, 489 

— fever, abortive, 225 

—— activity, diagnostic and thera- 
peutic aspects, 399 

— —, blood vitamin-A levels i in, 300 

— —, cortisone and salicylates in, 300 

— —, C-reactive protein test in, 224 

—w—,early, evolution of heart 
murmurs in, 488 

— —, effects of aspirin, corticotrophin, 
and cortisone on antistreptolysin-O 
titre and gamma-globulin concentra- 
tion in, 138 

— —,— — corticotrophin on adrenals 
in, r36. 

— —, electrophoresis in, 224 

epidemiological relationship 
with scarlet fever, 224 

— —, erythrocyte sedimentation rate 
in first fifteen minutes, 489 

— —, hereditary susceptibility to, 508 

ie children, capillary permeability 
in, 300 

———  —, cortisone and corticotro- 
phin treatment, comparison with 
salicylates, 488 

—— — —, diagnostic clinic in New 
York, 400 

———-—-,, prevention of strepto- 
coccal infection with benzathene 
penicillin, 52 

— — — men, sequelae of, 301 

— —, phenylbutazone treatment, 487 

— —, pneumonia in, 300 

—-—-, recurrence after mitral valvo- 
tomy, 380 

— —, relative importance of Group-A 
streptococcus in pathogenesis, 400 

— —, salicylate treatment, difficulties 
in giving large doses to children, 
301 

Rhinitis, acute and allergic, hydro- 
cortisone alcohol intranasally in, 290 

—, atrophic, eosinophilic leucocytes in 
nasal secretion in, 130 

Rhinoscleroma, oxytetracycline treat- 
ment, 291 

Ribosuria in muscular dystrophy, 145 

Rickets, calciferol treatment, histo- 
chemical study of epiphysial carti- 
lage during, 270 
—, plasma and urine levels of amino- 
acids in, 112 

Rickettsia infections, interference pro- 
tection in, 257 

Ringworm, see Tinea 

Ritter’s and Leiner’s diseases, relation- 
ship between, 413 

Rubber glove sensitization causing 
eczema, 238 

— industry, bladder tumours in 
workers in, 73 

Rubella, maternal, epidemiology of 
deafness due to, 509 

—, neurological and mental complica- 
tions, 443 

— virus, propagation in tissue culture, 
433 


cutaneous 


Sabin—Feldman dye test, lack of 
specificity in toxoplasmosis diag- 
nosis, 435 


Salicylates in rheumatic fever in 
, comparison with 
cortisone and corticotrophin, 488 
, difficulties in giving 
large doses, 301 
— with cortisone or corticotrophin in 
rheumatic carditis, 488 
Salmonella cholerae suis infection 
clinical and epidemiological study, 


444 

—, identification with specific bacterio- 
phage, 177 

—, resistance to chloramphenicol, 256 

in lymphogranuloma, 
388 

Sanderson, Sir John Burdon, 
graphical study, 84* 

Sarcoidosis, cortisone treatment, 357 

—, Kveim reaction in, 357 

—, nervous system involved in, 19 

—., skin sensitivity in, 19 

—, — tests in, 441 

— with bronchial carcinoma, 357* 

—  — hypercalcaemia, calcium meta- 
bolism in, effect of cortisone on, 183 

Sarcoma, experimental production by 
methy] methacrylate implantation, 
425 

—, osteogenic, in children, 
preoperative irradiation, 330 

—,—, — Paget’s disease, radiological 
study, 247 

Sarkomycin, effect on malignant 
tumours, 352 

Sauna baths in physical medicine, 302 

Scarlet fever, epidemiological relation- 
ship with rheumatic fever, 224 

——, penicillin treatment, antistrep- 
tolysin reaction and, 443 

Schistosomiasis diagnosis, faeces 
examination, skin test, rectal 
biopsy, and liver biopsy compared, 

6 


bio- 


massive 


3 

Schizasthenia, Dimitrijevic’s concep- 
tion, 230 

Schizophrenia, chronic, in males, frac- 
tionation of urinary 17-ketosteroids 
in, 146 

—, ‘‘ dimedrol ” treatment, 410 

—, leucotomy and subcortical lobotomy 
in, 230 

—, psychotic reactions resembling, 
during isoniazid treatment, 146 

— and toxaemia of pregnancy, inter- 
relationship, 497 

—, virus factor in pathogenesis, 410 

—, virus-like bodies in, 410 

Scleroderma, clinical features and 
pathology, 487 

—, disseminated, lesions of intestinal 
tract in, 139 

—, generalized, radiological changes in, 
335 

—, pathogenesis of changes in collagen— 
ground-substance equilibrium in, 431 

—, peripheral vascular response to 
cortisone in, 487 

Sclerosis, disseminated, corticotrophin 
and cortisone treatment, 54 

—, —, familial, 234* 

—,—, genetically determined suscep- 
tibility to, 69 

—,—, homonymous hemianopia in, 54 

—, paper electrophoretic studies, 

402 

—,—, prolonged interrupted sleep 
therapy in, 402 

—, —, rehabilitation in, 401 


537 


Sclerosis, disseminated, statistical 
analysis of geographical incidence, 
492 

—., tuberous, deep radiotherapy, 80* 

“* Scoline ”, see Suxamethonium 

Scopolamine for motion sickness, 94 

Seborrhoea, association of Pityro- 
sporum ovale infection with, 64 

Sedative treatment, glucose-tolerance 
tests during, 251 

Semen stains, method for determining 
age, 75 

Sensory dysfunction in children with 
hemiplegia, 68 

“* Serpasil ’’, see Reserpine 

Shakespeare’s knowledge of medicine, 
516 

Shock, haemorrhagic, effect of nor- 
adrenaline on, 349 

—, induced, permeability of blood— 
aqueous, blood-labyrinthine fluid, 
and blood-cerebrospinal fluid bar- 
riers in, 169 

— therapy, lung abscess as complica- 
tion of, 148* 

—, traumatic, modification by adren- 
ergic blocking agents, 351 

Shoulder pain, relation of coronary 
disease to, 119 

Sickle-cell anaemia, see Anaemia 

— trait, distribution and relation to 
incidence of subtertian malaria, 30, 
110 

Silicosis, association with rheumatoid 
arthritis, 321 

Sinus, nasal, benign giant-celt tumours 
of, 217 
_, paranasal, 
therapy, 79 

Sjégren’s syndrome, pathology, 175* 

“SKF 525-A’”’, effect on action of 
barbiturates and central depressants, 


carcinoma of, radio- 


438 

Skin changes, degenerative, in jute- 
workers, 238 

— characteristics in cretinism, 411 

—, digital, papillary ridges, nature and 
function, 311 

— eruptions due to light, synthetic 
antimalarial drugs in, 150 


— hypersensitivity of 
origin, 
417 

— infection, staphylococcal, nasal car- 
riage in, 150 

—, Onchocerca volvulus microfilariae 
distribution in, relation to eye lesions 
and blindness, 194 

— reactions to insulin treatment, 484 

—, rheumatoid affections of, 491 

— sensitivity in sarcoidosis, 19 

— test with streptolysin O, 138 

— tuberculosis, isoniazid treatment, 63 

Skull, benign giant-cell tumours of, 


occupational 
patch-testing methods in, 


217 

Sleep disturbances in reactive states, 
electroencephalographic study, 404 

— terrors of epileptic origin, 58 

— therapy in hypertension, 210 

— —, prolonged interrupted, in neuro- 
logical diseases, 402 

——,—, systemic and neurological 
effects in dogs, 351 

Smoking, see Tobacco 

Snuffles in newborn, frequency, aetio- 
logy, and natural history, 315 

Soap containing tetramethylthiuram 
disulphide, germicidal action on skin, 
349 


538 


Sodium and potassium, exchangeable, 
simultaneous measurement by iso- 
tope dilution method, 31 

— — —, metabolic balance and isotope 
dilution methods of study compared, 


31 

— bicarbonate, prolonged administra- 
tion of large doses, 455 

— chloride intake, relation to essential 
hypertension, 381 

— chromate, radioactive, in study of 
erythrocyte survival in patients with 

_ abnormal haemoglobin, 470 


— output~—blood pressure relationships, | 


modification by treatment, 208 

— salicylate in chronic gout, effect on 
uric acid level in serum, 270 

— thiosulphate, intravenous, effect on 
blood content and urinary and faecal 
excretion of lead in lead poisoning, 
322 

Somatotropin, see Hormone, growth 

- Speech defects, electromyography in, 


493 

Spinal cord complications of tuber- 
culous meningitis, 104 

—-— compression, indications for 
operation, 59 

—  — injury followed by pathological 
ossification in legs, 492 

— —, subacute combined degeneration, 
and achlorhydric peripheral neuro- 
pathies without anaemia, 141 

— — tumours in children, 233 

— — —,, intrinsic, radiotherapy, 80 

.Spine, intervertebral disk herniation, 
electromyography in, 141 

—, — — —, evaluation of surgical and 
conservative treatments, 59 

—,— — —, motorized intermittent 
traction for, 229* _.. 

—, vertebral percutaneous angio- 
graphy, 422 

Spirochaete, Reiter, 
scopic study, 346 

Spleen, abdominal aortography for 
demonstration of, 334 

—, unidentified reticuloendothelial cell 
in, 172 

Splenectomy in blood dyscrasias, 285 

—-— idiopathic thrombocytopenic 
purpura, 47? 

—, indications for, in subacute bacterial 
endocarditis, 124 

Splenoportography, transparietal, 82 

Spondylitis, ankylosing, correlation of 
histology with clinical and x-ray 
findings, 175 

—, —, ocular manifestations, 139 

—,—, zone electrophoretic studies of 
plasma proteins in, 140 

activity of blood in, 
13 

Spondylosis, cervical, 229 

Sputum cytology in aerosol therapy 
with proteolytic enzymes, 287 

— — — pulmonary adenomatosis, 216 

Squalene feeding in experimental 
atherosclerosis, 85 

Staphylococci, bacteriophage typing, 
177 

Staphylococcus aureus, action of ery- 
thromycin alone and with penicillin 
and oxytetracycline on, 440 

—-—,nasal carriers, incidence in 
general population, penicillin treat- 
ment and, 176 

Starch tolerance test of pancreatic 
function, 171 


electron-micro- 
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Starvation and functional hypo- 
pituitarism, 133 

Steatorrhoea, ascorbic-acid require- 
ments and urinary excretion of 
p-hydroxyphenylacetic acid in, 112 

—, jejunal motility in, radiological 
study, 81 

Steroids, adrenal, metabolism in 

_ adrenogenital syndrome, 49 

—, cortical, and corticotrophin, effect 
of. simultaneous administration on 
adrenal weight and cholesterol con- 
centration, 482 

Stomach, see also Gastric ’ 

— carcinoma, effect of total gastrec- 
tomy on mortality, morbidity, and 
curability, 457 

— —, genetic causal factors, 508 

—-—, histogenesis and biological 
behaviour, 10 

— — invading from colon, radiological 
appearance, 514 

—, “‘second loo! procedure for 
regional lymph-node metastases, 198 

—, hiatal anomalies and cardiac reflux, 
199 

— mucosa, giant hypertrophy of, 
clinical and pathological study, 33 

— — morphology, effect of x rays on, 
serial biopsy study, 114 

— volvulus, 272 

Streptococcus Type 12 in acute glo- 
merulonephritis, 11 

Streptokinase and streptodornase, 
effect on tracheobronchial secretions 
in poliomyelitis, 390 

Streptolysin-O skin test, 138 

Streptomycin, auditory damage due to, 
prevention by vitamin A, 476 

— and dihydrostreptomycin antagonist 
produced by Pseudomonas aeruginosa, 
352 

— in chancroid, 190 

— — gonorrhoea, 266 

—-—miliary tuberculosis compared 
with isoniazid, 188 

— — pulmonary tuberculosis, five-year 
follow-up, 360 

— — subacute bacterial endocarditis, 


” 


2 

— — tuberculosis, audiometric study 
and preservation of hearing, 439 

— — tuberculous pericarditis, 448 

— — urogenital tuberculosis, follow-up 
study, 189 

— — whooping-cough, 100 

— and isoniazid in tuberculous menin- 
gitis avoiding intrathecal injection, 
264 

—, preoperative, in pulmonary tuber- 
culosis, effect on incidence of broncho- 
pleural fistula after resection, 24 . 

—reactions: clinical features, inci- 
dence, aetiology, and prevention, 358 

—sensitivity of Myco. tuberculosis 
from resected lungs, 24 

Proteus, 434 

— treatment, morbid anatomy of 
tuberculous lesions after, 175 

— with isoniazid and p-aminosalicylic 
acid in pulmonary tuberculosis, 102 

— —— in tuberculous meningitis in 
infants, 189 

——w—or p-aminosalicylic acid in 
renal tuberculosis, comparison, 104 

Stress-induced eosinopenia in adrenal- 
ectomized dogs, 297 

Stridor, laryngeal, congenital, diag- 
nosis, 217 


Strongyloidosis diagnosis from faeces or 
duodenal fluid, 268* 

Styes in general practice, 501 

Succinylcholine chloride and thiopen- 
tone in bronchography, 

Sucrose, inhibitory action on gastric 
digestion in peptic ulcer, 199 

Suicide, attempted, sequelae and short- 
term prognosis, 497 

Sulphadiazine in actinomycosis, 151 

— — chancroid, 190 

— sensitivity of meningococci, 440 

Sulphonamides and antibiotics in 
pustular acne vulgaris, studies in. 
vitro, 63 

— in urinary-tract infections, 131 

—, sensitivity of organisms in urinary- 
tract infection to, routine method of 
tésting, 434 

Sulphone and thiosemicarbazone in 
leprosy, 268 

Sulphur metabolism, role of adrenals 
in, 483 

Surgeons in Liverpool in 18th century, 
516* 

Suxamethonium hypersensitivity 
causing apnoea, blood pseudocholin- 
esterase levels in, 78 

— and lignocaine, administration by 
continuous intravenous drip, 77 

Sweating response in psoriasis, 501 

— sickness, epidemiology in 15th and 
16th centuries, 248 

Sycosis, erythromycin ointment for, 


312 

Sympathectomy, effect on collateral 
circulation in limbs, 467 

—in hypertension, follow-up study, 
284 

—w—malignant phase of essential 
hypertension, 40 

—, low-thoracic high-lumbar, for vas- 
cular diseases of legs, 380 


_—, restoration of tone of veins after, 


208 

Synovial fluid exchange, investigation 
with radioactive sodium, 140 

Synovioma, malignant, 344 

Syphilis after blood transfusion, 267 

—, cardiovascular, clinical and sero- 
logical changes after penicillin treat- 
ment, 449 

—, cerebrospinal fluid in, 191 

—, congenital, in absence of demon- 
strable infection of parents, 450 

— defaulters during treatment, follow- 
up study, 450 

— diagnosis, anticomplementary re- 
action in, 28 

— — by T.P.I. test, 27 

— — — Victoria blue flocculation test, 
105 

— —, cardiolipin antigen in Kolmer- 
Wassermann test, 28 

— —, — complement-fixation reaction 
in, 28 

— —, comparative reactivity of tests 
in, 28 

——, heparinized plasma and de- 
heparinized serum in_ serological 
tests, 193 

—, Kolmer complement-fixation 
test, calcium-saline solution in, 106 

——, — — —, effect of calcium ion 
on, 105 

— —, merthiolated sera in, 27 

——,relation between Kahn and 
Wassermann reactions and erythro- 
cyte sedimentation rate in, 29 
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Syphilis, early, benzathene penicillin 
treatment, 267 

—,—, chloramphenicol treatment, 29 

—, — congenital, decline in New York 
State, 1 

—, — involvement of liver in, 367 

—, penicillin treatment, long-term 
results, 266 

—, experimental, prophylactic effect of 
locally applied antibiotics in, 449 

—, late manifestations, factors leading 
to development, 267* 

—, — and unsuspected, among admis- 
sions to medical unit, clinical and 
statistical review, 190 

—, malignant disease and, 106 

—, optic atrophy of, penicillin and non- 
penicillin treatments compared, 29 

—, painful aortitis in, 193 


—, penicillin salts combination in, 


time—dosage relationship, 106 

—,— treatment, 366 

—, positive serological tests, evaluation 
by T.P.I. test, 365 

—, public-health aspects, 450 

—, serological study, 192 

—, treponemal immobilization test, 
development and results, 365 


TB1/698 ”’, see Thiacetazone 

Teeth, caries of, see Caries, dental 

Telangiectasis as late effect of x-irradia- 
tion, 241 

Terramycin, see Oxytetracycline 

Tetanus, curarization, general anaes- 
thesia, and intratracheal positive- 
pressure ventilation in, 356 

—, succinylcholine treatment, 100* 

— toxoid in massive doses, early pro- 
tective action, 92 

Tetany of potassium deficiency, experi- 
mental study, 112 

Tetracycline, absorption, distribution, 
excretion, and clinical trials in 
children, 96 

—in genito-urinary infections, 477 

— — pneumococcal pneumonia, 392 

— — venereal diseases, 2 

—, oral, in acute gonorrhoea in males, 
107 

—, oxytetracycline, and carbomycin, 
synergistic amoebicidal effect on 
E. histolytica, 96 

—, pharmacology and efficacy, 352 

—, variations in antimicrobial activity, 


95 

Tetraethylthiuram disulphide, see 
Disulfiram 

Tetramethylthiuram disulphide in 
soap, germicidal action on skin, 349 

Thalassaemia major, abnormal sub- 
stance in erythroblasts in, 172 

Thiacetazone in leprosy, 452 

— with isoniazid in tuberculosis, 
laboratory study, 97 

‘‘Thiomerin’”’ in severe congestive 
heart failure, 117 

Thiosemicarbazone, effect on renal 
oedema in children, 394 

— and sulphone in leprosy, 268 

Thiouracil compounds for insulin 
resistance after overdosage, 137 : 

Thromboangiitis obliterans, mental 
disturbances in, 309 

Thrombocytopenia, leucopenia, and 
anaemia, immunological, relation 
between antibodies against three 
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Thromboembolism, corticotrophin and 
cortisone treatment dangers, 258 
Thrombophlebitis, chronic recurrent, 
intramuscular trypsin in, 383* 
Thromboplastin component deficiency 
in plasma in brothers, 214* 
Thrombosis, cerebral, carotid or ver- 
tebral angiography in, 162 
—, — venous, in puerperium, 304 
— of internal carotid artery, collateral 
ophthalmic artery circulation in, 
228 
—w—posterior inferior cerebellar 
artery, clinical study and prognosis, 
141 
— —renal veins, nephrotic syndrome 
associated with, 394 
—, venous, anticoagulant treatment, 
120 
Thymoma, benign, simultaneous occur- 
rence with refractory anaemia, 211 
Thymus tumours in children, 89 
Thyroid activity, correlation with 
changes in mental state after treat- 
ment of mental disorders, 148 
— angioreceptors, clinical importance, 
134 
— carcinoma, encapsulated invasion of 
blood vessels in, 88 
— —, radiotherapy, 512 
—-— and thyrotoxicosis, relation to 
endemic goitre, 395 
— disease, diagnosis and treatment, 
developments in use of radioactive 
iodine in, 294 
— —, oxygen consumption of erythro- 
cytes in, relation to serum protein- 
bound iodine concentration, 135* 
— dysfunction, pigment : creatinine 
ratio in diagnosis, 296 
—, effect of p-aminosalicylic acid on, 
295 
— enlargement, sudden, 396 
—, influence on malignant disease, 480 
— nodules, solitary non-toxic, 480 
— tumours, surgical treatment, 481 
Thyroidectomy, influence on guinea-pig 
sensitivity to aerosols of histamine 
and acetylcholine, 111 
Thyroiditis, subacute, cortisone treat- 
ment, 134 
Thyrotoxicosis, see also Goitre ; Graves’s 
disease 
—, antithyroid drugs with x-irradiation 
in, 47 
— and carcinoma of thyroid, relation 
to endemic goitre, 395 
— diagnosis by radioactive thyroxine, 
135 
—, fluorescein circulation time in, 46 
—, methimazole treatment, 47 
—, periodic paralysis in, 294 
—, recurrent, radioactive iodine treat- 
ment, 47 
—, thyro-hypophysial syndrome in, 46 
Thyroxine conversion to triiodo- 
thyronine in kidney slices, 46 
—., effect on 17-ketosteroid and follicle- 
stimulating hormone excretion in 
myxoedema, 48 
—, radioactive, distribution, 135 
—,—,in diagnosis of thyrotoxicosis 
and myxoedema, 135 
— and triiodothyronine, metabolic dif- 
ferences in rat, 46* 
L-Thyroxine, calorigenic effects in myx- 
ema, 220 
— sodium, oral, i in myxoedema, 48 


cellular elements of blood, 384 


Tinea bovis in man, 412 
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Tissue auto-images on photographic 
Ims, 249 

— destruction deep in body with 
deuteron irradiation, 241 

— metabolism, influence of gastric 
juice on, 270 

—, necrotic, in leg ulcers, oN 

and burns, removal by trypsin, 


231 

Titanium carbide industry, pneumo- 
coniosis in, 320 

Tobacco smoking, effect on gastric 
acidity and motility in controls and 
peptic ulcer patients, 456 

—-w-—in relation to bronchial car- 
cinoma, 475 

— — — — — death rates from various 
causes, 70 

— and lung carcinoma, epidemio- 
logical study, 391 

Tongue, furred, in infancy and child- 
hood, fallacy ‘of, 371 

Tonsillectomy as ‘aetiological factor in 
bulbar poliomyelitis, 184 

Torticollis, spasmodic, origin 
development, 496 

Toxaemia of pregnancy and _ schizo- 
phrenia, interrelationship, 497 

Toxicology, 75-6, 160, 240, 323-5 

Toxoplasmosis diagnosis, lack of speci- 
ficity of Sabin—Feldman dye test in, 
435 

—, experimental, ‘“‘ puromycin ” 

—, latent congenital, 19 

—, myocardial, 116 

Tracheobronchography in infants, tech- 
nique, 217 

Tracheotomy in poliomyelitis, 354 

— — secretional anoxia, 216 

re-evaluation of drugs 
in, 

Treponema, Nichol’s strain, electron- 
microscopic study, 346 

— pallidum agglutination in syphilitic 
serum, 366 

— — immobilization and standard test 
reactions in suspected false positive 
sera, 192 

—_ = — test, development and results, 
305 

— — — —, experiences with, 27, 193 

— — — —, frozen syphilomatous rab- 
bit testes as source of T. pallidum 
for, 366 

—— — — in evaluation of positive 
serological tests for syphilis, 365 

— — — —, reproducibility of results, 
192 

— — — —,, specificity, 365 

Tretamine in primary carcinoma of 
liver, 33. 

Trichloroethylene poisoning, 74*, 158 

Trichomycin ointment, antimycotic 
activity, 151 

Trichostasis spinulosa, 231 

Triethanolamine trinitrate in angina 
pectoris, 379 

“Triethylene melamine’ in primary 
carcinoma of liver, 33 

Triiodothyronine, radioactive, distri- 
bution, 135 

L-Triiodothyronine, calorigenic effects 
in myxoedema, 220 

Trinitrotoluene aplastic 
anaemia due t 

‘* Tromexan ’ 
acetate 

‘*Tronothane’’, surface analgesic 
action, 349 


and 


in, 19 


Ethyl biscoum- 
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Tropical medicine, 30, 108-10, 194-6, 
268, 368, 451-2 

Trypanosomiasis, prophylaxis with dia- 
midines, 195 

Trypsin aerosol, effect on tracheo- 
bronchial secretions in poliomyelitis, 


390 

— for removal of necrotic tissue in leg 
ulcer, gangrene, and burns, 231 

—, intravenous, in experimental myo- 
cardial infarction, 119 

Tuberculin jelly test, comparison with 
Mantoux test, 1o1 

— preparations, comparison in testing 
efficacy of B.C.G. vaccination, 21 

Tuberculoma, pulmonary, demonstra- 
tion of Histoplasma and Coccidioides 
in, 344 

Tuberculosis, 21-6, 101-4, 185-9, 
264-5, 358-63, 445-8. See also 
B.C.G.; Mycobacterium; Pneumo- 
thorax 

— antibodies, non-specific reactions 
with Middlebrook—Dubos test for, 178 

—, continuous and concurrent use of 
streptomycin, PAS, and isoniazid 
with early surgery in, 24 

—, cutaneous, isoniazid treatment, 63 

—, experimental, thiacetazone and 
isoniazid in, 97 

—, generalized, blood changes in, 26 

—, —, manifestations, limits, 
and evolution, 26 

— in leprosy, treatment, 452 

— infection of transparent rabbit-ear 
chamber, technique and develop- 
ment of lesions, 85, 86 

—, influence of exposure to infection 
on tuberculin reactivity and mor- 
bidity, 358 

—, ‘intestinal, frequency, 448 

isoniazid- -resistant, increasing fre- 
quency among sanatorium admis- 
sions, 186* 

—, laryngeal, frequency, 448 
— lesions, morbid anatomy 
chemothérapy, 175 
—, meningeal, see Meningitis, tuber- 
culous 

—, miliary, of bone marrow, diagnosis 
by aspiration biopsy, 91 

—,—, streptomycin and isoniazid 
treatments compared, 188 

—, obesity and isolated neurological 
syndromes in, 445 

—of skull, radiological and patho- 
logical aspects, 422 

—, pericardial involvement, 
cardiographic study, 376 

—, PIEM treatment, experimental and 
clinical studies, 97 

—, pulmonary, abortion and, 25 

—,—, acute perifocal reaction in 
PAS treatment, 103 

—,—, antibiotic treatment after 
cautery of adhesions, 446 

—, apparently inactive, significance 

of haemoptysis in, 185 

—,—, association with pulmonary 
stenosis, 37 

—, —, bronchography in, 185 

—,— cavities, effect of incomplete 
pneumothorax of short duration on, 
25 
—,—,—Jin apical segment of lower 
lobe, treatment, 265* 

—, —, cerebral manifestations, 101 

—,—, chemotherapy, Myco.  tuber- 

_ culosis in resected lung after, 255 


after 


electro- 
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Tuberculosis, pulmonary, chronic, 
combined chemotherapy in, 447 
—,—,—, isoniazid and PAS treat- 
ment: a warning, 103 

—,—, — pneumonia in, 254 

—, —, coal-workers’ pneumoconiosis 
and, 321 

—,—, coexistence with pulmonary 
coccidioidomycosis, 22 

—,—, cortisone treatment, 23 

—,—, course during prolonged iso- 
niazid treatment, 186 

—, —, cyanacetic acid hydrazide treat- 
ment, 360 

—,-—, effect of preoperative strepto- 
mycin on incidence of broncho- 
pleural fistula after resection, 24 

—,—, follow-up study of far advanced 
cases, 448 

—,—,in children, medical and sur- 
gical management, 102 

—, —, — rural school and community, 
319 

—, —, infectivity in relation to state 
of sputum, 22 

—, —, intravenous PAS in, 447 

— adrenocorticotro phic 
effect, 439 

— —, isoniazid in early ambulatory 
treatment, 361 

—,—,— and iproniazid treatments 
compared, 23 

—, — — ‘‘marsilid’”’ treatment, 

development of bacterial resistance 
with, 186 

—,—,— treatment, adrenocortical 
function during, 361 

—,—,-— — as preparation for resec- 
tion in, 24* 

—, —, — —, clinical and toxic effects, 

—, —, effect on emotions and 
electroencephalogram, 187 

—,—, — —, — — radiological picture, 
187° 

—,—, Langhans giant cells and Myco. 
tuberculosis in lesions after prolonged 
combined chemotherapy, 447 

—, —, minimal, after-history, 25 

mortality in hospital for mental 
deficients, 308 

—_—,—-, partial resection in, 363 

—,—, Paulino procedure in, 25 

—,—, primary, analysis of primary 
complex, 264 

—,—, prolonged chemotherapy in, 102 

—,—, pyrazinamide alone and with 
PAS, or isoniazid in, 
157 

—, —, segmental resection in, 185 

—,—, streptomycin treatment, five- 
year follow-up, 360 

—,—,— with PAS and isoniazid in, 
102 

—,—, surgical treatment before and 
after introduction of antibiotics and 
chemotherapy, 363 

—, —, trends in survival in, 103 

—, —, viomycin re-treatment, 360 

—,—, with Addison’s disease, corti- 
sone treatment, 362 - 

—, recognition in children under 2 
years of age, Ior 

—, renal, partial nephrectomy in, 26* 

—,—,streptomycin—PAS and 
streptomycin—isoniazid treatments 
compared, 104 

—risk in children of tuberculous 
parents, 445 


Tuberculosis, skeletal, streptomycin 
and PAS in, follow-up study, 264* 
—, streptomycin treatment, audio- 
metric study and preservation of 
hearing, 439 

—, urogenital, streptomycin treatment, 
follow-up study, 189 

— vaccination, see also B.C.G. 

— —, vole bacillus, 359, 446 

— with diabetes, decrease in carbo- 
hydrate tolerance during isoniazid 
treatment, 362 

Tumour cell(s) in serous effusion, 10 

— —, malignant, dormancy, 85 

— suspensions, cytological study, 
174 

—, malignant, effect of sarkomycin on, 
352 

—, —, incidence in syphilitics, 106 

—, metastatic, identification of type 


and primary site from exfoliated ce 
in serous fluids, 174 

_—-— to central nervous system and 
meninges, 173 

Typhoid, chloramphenicol treatment, 


355 
— diagnosis by blood-clot culture, 433 
Typhus, scrub, antibiotic treatment, 
108 


“*U-0045 ’’, analgesic properties, 94 
Ulcer, benign, of greater curvature of 
stomach, 114 
—_, duodenal, active, colonic symptoms 
with, 372 
-—,— and anastomotic, combined 
vagotomy and partial gastrectomy 
“in, 371 
—,—, incidence of hypoglycaemia in, 
113 
—,—, insulin-induced gastric secre- 
tion in, effect of ‘“‘ antrenyl’’ and 
“* darstine ” on, 436 
—, —, nature of gastric hypersecretion 
In, 457 
—,—, radiotherapy, effect on mor- 
phology of gastric mucosa, 114 
— in infantile gastroenteritis, 8 
—of leg, trypsin for removal of 
necrotic tissue in, 231 
— pain, relation to pH and motility of 
stomach and duodenum, 113 
—, peptic, antacid treatment with 
magnesium aluminium hydroxide 
gel, 371 
—,—, congenital pyloric stenosis as 
predisposing factor, 456 
—, —, gastric acidity and motility in, 
effect of tobacco-smoking on, 456 
—, —, — secretion and gastrointestinal 
motility in, effect of ‘‘ paragone ” 
on, 436 
—, —, in chronic neurological diseases, 
304 
—,—, inhibitory action of sucrose on 
gastric digestion in, 199 
methantheline and propanthe- 
line’ treatment, clinical and experi- 
mental, 114 
—, —, “‘ pamine ” bromide in, 16 
—,—, partial gastrectomy in, 10-year 
follow-up, 372 
Uraemia due to advanced renal disease, 
uptake of base in, 479 
treat- 
ment, 478 
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Ureter transplantation, reabsorption of 
urinary components from colon after, 
219 

Urethritis, abacterial, pleuropneu- 
monia-like organism in, 267 

—, non-specific, erythromycin treat- 
ment, 190 

—, —, pleuropneumonia-like organisms 
in, 27 

—, —, skin tests for lymphogranuloma 
venereum in, 364 

Uric acid, blood and urinary levels in 
gout, effect of probenicid on, 32 

— —, isotopic, in gout and rheumatoid 
arthritis, effect of probenicid and 
phenylbutazone on, 225 

—-—,serum level in chronic gout, 
effects of sodium salicylate and pro- 
benicid on, 270 

Urinary tract infections, chemotherapy, 
131 

— ——, sulphonamide sensitivity of 

organisms in, routine testing, 434 
— — —, tetracycline treatment, 477 
Urine, antidiuretic activity after sur- 

gical operations, 133 
— components, reabsorption from 

colon after ureter transplantation, 

219 
— concentration, maximum, 171 
—., electrocortin present in, 298 
— obstruction, chronic, in infants and 

children, x-ray diagnosis, 246 
— preparations, hyperglycaemic and 

glycogenolytic activity, 298 
—, rate of flow in renal disease, physio- 

logical mechanisms in regulation, 132 
— sediment, cancer cells in, 344* 
Urogenital system, 44, 131-2, 219, 

292, 394, 477-9 
Urography, excretory, 

technique, 514 
Uropepsinogen excretion 

intestinal disorders, 198 
—-—-—-— and endocrine disorders, 


in children, 


in gastro- 


340 

Urticaria and angioneurotic oedema, 
statistical survey, 369 

—, papular, histological correlation 
with positive skin reactions to insect 
antigens, 412 

— solaris, 500 

Uterus cervix carcinoma, detection by 
cytological examination of smears 

_ prepared from tampons, 432 


Vaccination, see B.C.G.; 
Tuberculosis 

Vagotomy with partial gastrectomy in 
duodenal and anastomotic ulcers, 371 

Valvotomy, clinical and laboratory 
manifestations of syndrome after, 
466 

— in aortic stenosis, 379 
—, mitral, changes in x- ~~ appearance 
of heart and vessels after, 39 

—, —, effect on cardiorespiratory func- 
tion, 464 

—,—,— — pressures in left auricle 
and ventricle, 39 

—, —, extra-auricular, 465 

—,—, indications and contraindica- 
tions, 280 

—,—, myocardial ischaemia during, 
282 

~—-, —, prolonged corticotrophin treat- 


Pertussis; 


Valvotomy, mitral, recurrence of acute 
rheumatism after, 380 

—,—, thoracic approach, 38 

—,—, selection of patients in relation 
to clinical results, 204 

—, —, through rubber diverticulum, 
380 


—,open, in pulmonary valvular 
stenosis, results and technique, 276 
Valvuloplasty, open, in isolated 
valvular pulmonary stenosis, 116 . 
‘“* Varidase ”’ in tracheo-bronchial diph- 
theria, 356 

Varix, oesophageal, 
patients, 455 

Vascular disease, cerebral, diagnosis 
and treatment, 404 

— —, occlusive, ‘treatment, 283 

— peripheral, dibenzyline treat- 
ment, 123 

——, —, “ ilidar ”’ treatment, 123 

— —,—,low-thoracic high-lumbar 
sympathectomy in, 380 

Vasodilatation, reflex, adrenaline- 
induced, nature, 347 

Vein(s), azygos, radiological image a 
source of diagnostic confusion, 163 

—, renal, thrombosis of, nephrotic syn- 
drome associated with, 394 

—, restoration of tone after sympathec- 


in non-cirrhotic 


tomy, 208 
Vena cava, superior, left-sided, 207 
Venereal diseases, 27-9, 105-7, 


190-3, 266-7, 364-7, 449-50 
—  — control, present problem in, 266 
intramuscular chloramphenicol 

for out-patient treatment, 449 
Venography in location of midbrain 

tumours, 332 
—, portal, in Banti’s disease, 245 
Ventilation, a mechanics in 

heart disease, 2 
Ventriculography i fn location of cerebral 

tumours, 162 
**Veriloid’’ in hypertension, com- 

parison with effect of doctor-patient 

relationship, 467 
— with hydrallazine in hypertension, 

283 

Vertebrae, percutaneous angiography, 
422 
Vibratory-tool workers, 
phenomenon i in, 73 
Vibrio cholerae and related vibrios, 
haemolytic activities, 11 
Victoria blue flocculation test for 
syphilis, 105 
da Vinci, Leonardo, 
work of, 166. 
—, his thoracopagus, 166* 
Viomycin in re-treatment of pulmonary 
tuberculosis, 360 
Viper soup in therapeutics, 168 
Vitamin A, effects on hearing mechan- 
ism in treatment of deafness, 476 
— — level in blood in rheumatic fever, 
300 
— —, protective effect against auditory 
damage from streptomycin and neo- 
mycin, 476 
— see Cyanocobalamin 
— C, see Ascorbic acid 
— D, see Calciferol 
—E with pantothenic acid in lupus 
erythematosus, 64 
— Kj, oral, antagonistic effect on 
action of ethyl biscoumacetate and 
phenylindanedione, 348 


Raynaud’s 


embryological 


ment after, 39 
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Zephiran ’’, see 


Volvulus, gastric, 272 
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Wallenberg’s syndrome, clinical study 
and prognosis, 141 

“ Warfarin ”’, clinical trials, 180 

Wart, plantar, freezing with solidified 
carbon dioxide, 65 

Wartenberg’s disease, 403 

Wassermann test, concentration of cell 
suspension in, 191 . 

using cardiolipin, reaction 
between antibody and complement 
in, 192* 

Water excretion and concentration by 
kidneys in epilepsy, 59 

— pollution with carcinogens, 322 

— and salt intake, effects on work per- 
formance in hot and humid environ- 

ments, 418* 

Waterhouse—Friderichsen syndrome, 
cortisone and noradrenaline treat- 
ment, 183 

Water-melon seeds, anthelminthic pro- 
perties, 258 

Weight, see also Birth weight 

— increase, neonatal, on four different 
feeding regimens, 502 

— reduction, effect on blood pressure 
of hypertensive obese women, 121 

Whipple’s disease, histochemistry, 8 

Whooping-cough, see Pertussis 

Wilson’s disease, absorption and excre- 
tion of radioactive copper in, 402 

Wolfram carbide industry, pneumo- 
coniosis in, 320 

Worm infestation, water-melon seed 
treatment, 258 

Wound healing, comparison of effect of 
preliminary local and distant 
incisions on, I 


X rays, effect on morphology of gastric 
mucosa, 114 
X-irradiation damage, acute, inhibition 
by cortisone, 512 
—, effect on pituitary gland, 79 
—, necrosis of brain after, 331* 
— — — and spinal cord after, 80* 
me aa chest, fatal pneumonitis after, 80 
_— , telangiectasis as late effect, 241 
—, total body, changes in phagocytic 
activity of polymorphonuclear leuco- 
cytes after, 161 


— with antithyroid drugs in thyro- 


toxicosis, 47 
Xanthomatosis, leukaemic, 42 
Xerophthalmia in kwashiorkor, 108 


Xerosin, antiviral properties, 97° 
Xvlocaine 


see Lignocaine 


Yaws, penicillin salts combination in, 


time—dosage relationship, 106 


Yellow fever virus isolation as diag- 


nostic procedure in West Africa, 268 


Benzalkonium 
chloride 


7438, absorption, toxicity, and experi- 


mental antituberculous action, 352 
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